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( PSEUDOMONAS POLYSACCHARIDE ) 


Extensive 
laboratory 
and clinical 
investigations 
continue 

to demonstrate 
the efficacy, 
reliability 
and safety 

of Piromen 
for these 
Allergic and 
Dermatologic 
disorders— 


for the 

effective control 
of a wide variety 
of Allergies 

and Dermatoses 


Food Allergies 
Perennial Vasomotor Rhinitis 
Atopic Dermatitis 
Chronic and Acute Urticaria 
Gastrointestinal Allergy 
Rhinitis 
Hay Fever 
Bronchial Asthma 
Fatigue Syndrome of Allergic Origin 
Neurodermatitis 
Penicillin Reactions 
with Acute Angioedema and Urticaria 
Contact Dermatitis 
Idiopathic Generalized Pruritus 
Certain Endogenous Eczemas 


Also certain Ophthalmic Diseases 
such as iritis, iridocyclitis, keratitis, 
uveitis, and corneal ulcer have 
responded well to Piromen. 


Piromen is a biologically active 
bacterial polysaccharide derived 

from a pseudomonas organism, 

which when administered parenterally 
produces a marked leucocytosis and 

a stimulation of the reticulo-endothelial 
system. It is supplied in 10 ce. vials 
containing either 4 gamma (micrograms) 
per ce., or 10 gamma per ce. 

For additional information merely 


€ fy write “Piromen” on your Rx and mail to 


| TRAVENOL LABORATORIES, INC. 


_ Subsidjary of 
ATORIES, INC, 
RTON GROVE, ILLINOIS 


*Trade 
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“can't take” | 
| aspirin... may take 
SILMIDATE. 
for efficient 

unwanted | 
wie 


SALICYLAMIDE . .. 250 mg. (4 gr.) Safer, more rapid, 
more effective, and more useful than ordi- 
nary salicylates. Can be given in larger doses 
without danger of gastric irritation or pro- 
longation of prothrombin time. 


CALCIUM SUCCINATE ...200 mg. (3 gr.) Aids in 
maintaining normal tissue respiration and 
further decreases any likelihood of sali- 
cylate toxicity. 


ASCORBIC ACID... 25 mg. (5/12 gr.) Helps to normalize 
blood vitamin C level, prevent its depletion 
by salicylate, ward off capillary fragility, 
and aid healing processes. 


suppued: Bottles of 100 and 500. 


SILMIDATE®* is indicated for acute rheu- 
matic fever, arthralgias, myalgias, certain 
types of arthritis, analgesia after tonsil- 
lectomy and tooth extractions (without 
risk of hemorrhage), and wherever 
salicylate analgesia is indicated. 


of Charles Haskell & Co., Inc. 
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IN 
USE 
EVERYWHERE 


Steraject 


SYRINGE AND CARTRIDGES 


It’s the convenience of the PFIZER unbreakable 
STERAJECT Syringe and the full line of STERAJECT 
single-dose disposable cartridges that make this Pfizer 
innovation a favorite in. office, home and hospital 
today. The current formulations of widely used anti- 
biotics and hormones include the following ready-for- 
use cartridges, each with sterile foil-wrapped needle: 


Penicillin G Procaine Crystalline in Aqueous Suspension 
(300,000 units, 600,000 units and 1.000.000 units) 
Permapen’ Aqueous Suspension (600,000 units DBED 
penicillin) 

Permapen Fortified Aqueous Suspension units 
DBED penicillin plus 300,000 units procaine penicillin) 
Combiotic® Aqueous Suspension ( units procaine 
penicillin plus 0.5 Gm. dihydrostreptomycin) 
Streptomycin Sulfate Solution (| (jm.) 
Dihydrostreptomycin Sulfate Solution (| Gm.) 


NOW Pfizer Syntex Steroids in Steraject form: 


Synandrol testosterone propionate, U.S.P., in sesame 
oil (25 mg., 50 mg., and 100 mg.) 

Diegyn’ _ estradiol, U.S.P., in aqueous suspension (0.25 
mg. and 1.0 mg.) 

Syngesterone* progesterone, U.S.P., in sesame oil (10 
mg., 25 mg., 50 mg. and 100 mg.) 

Combandrin® estradiol benzoate, U.S.P., (1 mg.) plus 
testosterone propionate, U.S.P., (20 mg.) in sesame oil 


PFIZER LABORATORIES, BROOKLYN 6.N.Y,. 
DIVISION, CHAS. PFIZER & CO., INC. 
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when the history 
hints at diabetes 


CLINITEST 


BRAND 


for urine-sugar analysis 
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GRANDFATHER 
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DAUGHTER-—SON 


NIECE—NEPHEW 


The Diabetic Relatives of 265 Diabetics' 


In view of “...the very high incidence 
of...unsuspected cuses among the 

blood relatives of diabetic patients,” 
urine-sugar testing of all such 

individuals should be routine and frequent: 


1. Barach, J. H.: Diabetes and Its 
Treatment, New York, Oxford University 
Press, 1949, p. 38. 

2. Alien, F. M.: Diabetes Mellitus, 

in Piersol, G. M., and Bortz, E. L.: 
Cyclopedia of Medicine, Surgery, Specialties, 
Philadelphia, F. A. Davis Company, 

1951, vol. 4, p. 505. 


AMES 
COMPANY, INC., ELKHART, INDIANA 
Ames Company of Canada, Ltd., Toronto 
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Symptomatic 
and Prophylactic Relief of Headache 


**The patient’s immediate concern is relief .. .’’ 


‘*...most headaches are considered to be 
vascular in type and are the result of 
dilatation of the extracranial or intracranial 
arteries, together with an increased 
amplitude of pulsation of the vessels... 
Ergotamine tartrate, dihydroergotamine 
(D.H.E. 45) and ergotamine tartrate together 
withcaffeine ... have been found the drugs 
' of choice when treating vascular headache.” 


In headache, the autonomic nervous system basically 
controls the action of these involved vessels. 


For preventive treatment of headache, 
the three components of Bellergal exert an 
inhibitory action on all three divisions of 


4 
ot 4 Ce 


— 
the neurovegetative system, thus relieving m =e 
those somatic disorders which are related 
to autonomic dysfunction. 


Results 
obtained with BELLERGAL in 
35 headache patients ... 


Type of headache | No. of Patients — Results Not Relieved 
Tension (primarily) 2 2 
| | 3 | 2 
Histaminic 2 1 1 
Psychogenic 1 1 
Totals 35 28 4 3 


Bellergal produced therapeutic results in this group of 35 patients 
“.. better than any other drug therapy used. ...” 
Adapted from: Wittich, F. W.: Ann. Allergy 10:620 (Sept.-Oct.) 1952. 


Sandoz Pharmaceuticals 


DIVISION OF SANDOZ CHEMICAL WORKS, INC. 
68 CHARLTON STREET 
NEW YORK 14, N. Y. 
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BELLERGAL 
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fach tablet or each teaspoonful (5 cc.) of 
chocolate-flavored suspension contains: 
Sulfadiazine. .:.....,.0.167 Gm 

Sulfamerazine.........0.167 Gm. 

: Sulfamethazine ear 0.056 Om. 
Tablets: Bottles of 100. 
Bottles of 4.and 16 


Fach tobletor each teaspoonful (5 cc) of 
chocolete-flavored suspension contains: 
Sulfadiazine Gm. ; 
Sulfamerazine. Gm 
Sulfamethazine...........0.056 Gm. THE NEW 
Gm. 
Potassium Penicillin G ; 2 QUADRI-SULFA MIXTURES 

(Buffered).... .250,000 Units 

. Tablets: Bottles of 36 and 100. 
Powder: in 60 cc. vials to provide 2 

- 92, of suspension by the addition of | 

ce. “ty water. 


the new fourth dimension in sulfa therapy 


Clinical experience indicates that the four sulfas in Deltamide 
provide high and sustained therapeutic sulfonamide blood levels. 
More recently, clinical experience and research indicate that sulfona- 
mides plus antibiotics have a synergistic or additive action against 
some organisms when used together as antibacteria! agents. Renal 
toxicity and blockage are minimal. 


MORE 


THE ARMOUR LABORATORIES 


A DIVISION OF ARMOUR AND COMPANY ° CHICASO 11, ILLINOIS 
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For the 
many patients 
resistant to 
ordinary 
weight gaining | ° 
measures 


Fe 


TRADEMARK 


[ORAL EMUtS!ION € 


nts 


caloric boost 
without gastric burden 


Just 2 tablespoonfuls q. i. d.(usual The unusually small particle size of EDIOL* 
daily dose) of this exceptionally pal- (average, 1 micron) favors ease of digestion, 
atable, stabilized emulsion provide rapid assimilation. Prepared from vegetable 


the caloric equivalent of: oil (50%) and sucrose (12% %), EDIOL can 
12 pats of butter, or be taken by tasty spoonfuls; in milk or fruit 

1 dozen Parker House rolls, or _ ivices; on fruits, puddings, or desserts. 
6 servings of macaroni and At all pharmacies, in bottles of 16 fl. oz. For 
cheese, or children, or where fat tolerance may be a 
8 boiled eggs, or problem, small initial doses may be pre- 
6 baked potatoes, or scribed and gradually increased to level of 

9% slices of bread individual tolerance. 


SCHENLEY LABORATORIES, INC. 


EMOTIONALLY 
DISTURBED AND... 


HIGH TENSION 
TYPE AND... 
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‘*. . . there is no longer any reason to question ty 
reliability and efficiency of orally administer, 
penicillin, and it would appear that oral peyj. 
cillin can be relied upon for the therapy of 80-9, 
of penicillin-treatable infections.’’! 


Oral penicillin is NOT INDICATED i 
(a) fulminating disease, (b) conditions ip 
which the infection is in sequestered sits, 
and (c) the presence of a severe gastn. 
intestinal disturbance. 


1. Boger, et al.: Oral Penicillix 
Evaluation of All Forms, repor 
distributed at New York Sessin: 
of the A.M.A., 1953. 
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for high blood levels 
for flexibility of dosage 
for palatability 

for ease of administration 


Rely on the ‘Eskacillins’ 
per teaspoonful 


‘ESKACILLIN 50’ 50,000 units potassium penicillin G 
‘ESKACILLIN 100’ 100,000 units potassium penicillin G 
‘ESKACILLIN 250’ 250,000 units procaine penicillin G 
‘ESKACILLIN 500’ 500,000 units procaine penicillin G 


For combined penicillin-sulfonamide therapy: 


‘ESKACILLIN 100-SULFAS’ 


100,000 units potassium penicillin G plus a total of 0.5 Gm. (0.167 Gm. each) of 3 sulfonamides 
(sulfadiazine, sulfamerazine, sulfamethazine) 


‘ESKACILLIN 250-SULFAS’ 


250,000 units procaine penicillin G plus a total of 0.5 Gm. (0.167 Gm. each) of 3 sulfonamides 
(sulfadiazine, sulfamerazine, sulfamethazine) 


Smith, Kline & French Laboratories, Philadelphia 


are painless penicillins 


are effective penicillins 


*T.M. Reg. U.S. Pat. Off. 
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For cervicova ginal infections 
with LEUKORRHEA: 


FURACIN® 


In effective, convenient dosage form: 


FURACIN VAGINAL SUPPOSITORIES 


Some degree of leukorrhea occurs 
in over 50 per cent of multiparous 
women. When this is a result of 
bacterial cervicitis or vaginitis— 
accessible to vaginal medication— 
Furacin Vaginal Suppositories can 
abate markedly both the discharge 
and malodor. 


Some advantages of Furacin: 

* Bactericidal to the majority of pathogens of 
surface infections 

* Effective in blood, pus & serum 

* No interference with healing or phagocytosis 


References: Doyle, J. C.: Vaginal Infections and Their Man- 
agement, Urol. & Cutan. Rev. 55:618, 1951 « Schwartz, J.: Fura- 
cin Vaginal Suppositories in Pre- and Postoperative Treatment 
of Cervix and Vagina, Am. J. Obst. & Gynec. 63:579, 1952 « 
Weinstein, B. B. and Weinstein, D.: Vaginitis, Mississippi Doctor 
29:117, 1951. 


Formula: Furacin Vaginal Suppositories contain Furacin 
0.2% brand of nitrofurazone N.N.R., dissolved in a self-emulsi- 
fying, water-miscible base composed of glyceryl laurate 10% 
and synthetic wax. 


Literature 6n request 


Inc ITROFURAN 


NORWICH, NEW YORK 


> A class of 


OTHER DOSAGE FORMS OF FURACIN INCLUDE: 
FURACIN NASAL ° URETHRAL SUPPOSITORIES SOLUBLE POWDER 
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The small total dose required affords 
economy and virtual freedom from side actions. 


IN BRONCHIAL ASTHMA- 
QUICK RELIEF 


LONG-LASTING 
REMISSIONS 


HP*ACTHAR Gel, subcutaneously or in- 
tramuscularly, gives quick relief in severe 
attacks of bronchial asthma, and may pro- 
vide long-lasting remissions. Patients 
refractory to all customary measures, in- 
cluding epinephrine, and even to other 
forms of ACTH, may fully benefit from 
HP*ACTHAR Gel. 

Used early enough, HP*ACTHAR Gel 
may become a valuable agent in prolong- 
ing the life span of asthmatic patients. 
ACTH “should not be withheld until the 


situation is hopeless”’.t 
fEditorial, J. Allergy 23: 279-280, 1952. 


THE ARMOUR LABORATORIES 
CHICAGO 11, ILLINOIS 


A DIVISION OF ARMOUR AND COMPANY 


ACTHAR® IS THE ARMOUR LABORATORIES BRAN OF ADRENOCORTICOTROPIC HORMONE—CORTICOTROPIN (ACTH). 


*HIGHLY PURIFIED 
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Revolutionary New G-E Weathertron 


WITHOUT 


WATER! 


HEATS Without Burning Fuel! It’s All-Electric! 


New, completely automatic air condi- 
tioner creates ideal climate for physi- 
cian and patient alike—can bring ‘ 
wonderful year-round comfort to your 
entire home or suite of offices. 


NO LONGER need sweltering summer days 
leave you weary and irritable at your work. 
No longer need muggy summer nights 
disturb your sleep. The amazing General 
Electric Weathertron, working on the heat- 
pump principle, cools your office or your 
home without a single drop of water. Not 
even a cooling tower! In winter, this same 
compact unit reverses itself and heats, using 
only electricity and air. It’s completely auto- 
matic, switches from heating to cooling and 
back, within the same hour if necessary. 
This unit provides ideal heating and cool- 
ing for the clinic, group of offices, or the 
entire home. This new kind of year-round 
climate control helps provide an air of ease 
and confidence for your patients, relaxed 
working conditions for you and your staff, 
luxurious comfort for your whole family. It * 
means cleanliness, too, and a quiet atmos- & ATH a R RO N 
phere for consultations. No street noises or 
dirt from outside, for windows stay closed. a 
Air is dehumidified, filtered and circulated 
gently at an always-pleasant temperature. 
See what the G-E Weathertron can do for 
your practice and your whole way of life. 
Mail the coupon today, or contact your near- 


est G-E dealer for further information. G F N a R A L @ £ LE CT R | C 
| 
| 


All-Electric Cooling and Heating 
for homes, stores, offices 
*Formerly the G-E Heat Pump 


G-E WEATHERTRON, 
employs the heat pump 
Principle to cool by 
pumping heat out into 
the outdoor air. In 
winter, it reverses it- 
self automatically and 
| actually captures heat 
} from outside air, pumps 
it inte conditioned 
space. 


General Electric Company SMJ-15 
Air Conditioning Division, Bloomfield, New Jersey 

| would like more information about the G-E Weathertron. 

| am interested in its application for [] my home [] my office 
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Calpurate® is the chemical compound 


theobromine calcium gluconate, 
it possesses remarkable freee 
gastric irritation, and is thus well sui 
to long-term management and prophylaxis. 
MALTSIE LABORATORIES, NEWARK 1, N. J. 


Usual adult dose 


® of Calpurate (500 mg.) 
ee is 1 to 2 tablets t.i.d. 
following meals. 


myocardial stimulant and coronary dilator 
~ as well—valuable for trouble-free, prolonged cardiac 
therapy. Also, in hypertension, Calpurate (500 mg.) 
with phenobarbital (16 mg.) is particularly valuable 
to relieve stress and improve circulatory efficiency. 
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Assure Safety with 
Gudebrod! coLoR-CODED Cotton 


All confusion as to the size of cotton sutures is 
now eliminated. You can identify size merely by 
noting the color. 


Gudebrod now gives you color-coded cotton 
with each of the three popular sizes a different 
color. U.S.P. 4-0 is pink, U.S.P. 3-0 is blue and 
U.S.P. 00 is white. 


Gudebrod was the first to give you cotton sutures. 
Gudebrod was the first to give you colored cotton 
sutures. Gudebrod now gives you assured safety- 
color-coded cotton. 


Specify Gudebrod color-coded cotton sutures. 
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Lumbar and Sacral Regions 
the Spinal Cord 


Ligamentum flavum —s Longissimus dorsi muscle 


Post. internal vertebral 


Twelfth rib; ext. intercostal m. a venous plexus 


Latissimus dorsi m.; pleura == Spinal dura mater (cut) 


Twelfth thoracic nerve; 


Arachoaid (cul); post. lumbar part of diaphragm 


spinal artery and vein 


First lumbar ganglion; first 
lumbar vertebra 


Sympathetic trunk — 


Right kidney; 
lumbodorsal fascia 


Lumbar ganglion 


Cauda equina 


lliohypogastric nerve 


Third lumbar ganglion; fourth 
lumbar vertebra 


llioinguinal nerve 


Fifth lumbar vertebra; fourth 


lumbar ganglion Psoas major muscle 


First sacral nerve Femoral nerve 


Sacrum — 


Obturator nerve 


lliacus muscle 


Ilium; gluteus medius muscle 


Gluteus maximus muscle Second sacral nerve 


Third sacral nerve 


Fourth sacral nerve 


Fifth sacral nerve 


Filum durae matris spinalis 


Coccyx; sacrococcygeal lig. Coccygeal nerve 


This is one of a series of paintings for Lederle by Paul Peck, illustrating the anatomy of various organs t Leaterie } 
and tissues of the body which are frequently attacked by infection, where aureomycin may prove useful. 


— 


A wide variety of infections 
of the spine are caused 


by organisms susceptible to 


Aureomycin 


HYDROCHLORIDE CRYSTALLINE 


This antibiotic is therapeutic 
for such infections, 

including chronic osteomyelitis 
of the pelvis and sacrum. 

Tt is also useful as a 


prophylactic prior to surgery. 


LEDERLE LABORATORIES DIVISION amenscan Cyanamid COMPANY 
30 Rockefeller Plaza, New York 20, N. Y. 
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Depropanex is supplied in 10-cc. rubber-capped vials. 


“Practically a complete elimination of 
post-operative paralytic ileus’’ 


is achieved when... 


Depropanex 


DEPROTEINATED PANCREATIC EXTRACT 


is used ‘‘.. . routinely. .. following surgery’”’ 


Sharp & Dohme 


Philadelphia 1, Pa. 


The spasmolytic action of DEPROPANEX, in effecting 
a “smooth post-operative recovery,”' sharply re- 
duces the need for intravenous fluids, enemas, and 
other supportive post-surgical procedures'\—*. . . 
an obvious economy to the patient, while the floor 
nurses are thereby given more time for their daily 
floor routine.” 


Injection of 4 cc. of DEPROPANEX twice daily for three to five 

days postoperatively is usually effective in maintaining “uni- 
1. Heimark, J.J. and Parsons, R.L.: Minnesota formly good tone to the bowel all through the post-operative 
Med. 33:1102, Nov. 1950 period,” 
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1 choice for oral penicillin therapy 


Squibb 200,000 Unit Penicillin G Potassium Tablets: 


| 
| 
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THE FIRST POLYMYXIN- 
BACITRACIN PREPARATION 
FOR TOPICAL INFECTIONS 


Polycin: 


Ointment 


The effectiveness of polymyxin and _baci- 


tracin combined for topical use was clini- 
cally established with Polycin Ointment. 
Now, for added flexibility of treatment 
measures, this potent antibiotic combina- 
tion is available in two new, convenient 
forms...Polycin Liquid and Polycin 
Soluble Tablets. 


PITMAN-MOORE COMPANY 


SOUTHERN MEDICAL JOURNAL 


Gastineau, F.M., and Florestano, H.J.; Clinical Experience 
with “Polycin,”’ A Polymyxin-Bacitracin Ointment, Arch. 
Dermatol. & Syphilol. 66:70 (July) 1952. 


Polycin Liquid 
For dropper administration in skin or 
mucous membrane infections, especially 
when caused by mixed organisms or Ps, 
aeruginosa. Special base permits excep- 
tiona! diffusion of antibiotics. 


Polycin 
Soluble Tablets 


For extemporaneous antibiotic concen- 
trations, used in wet dressings, sprays, 
irrigations. Tablets dissolve readily in 
water or normal saline...may also be 
crushed and mixed with powders for 
dusting or insufflation. 


Samples and literature available on 
request. 


Pharmaceutical and Biological Chemists 
Division of Allied Laboratories, Inc. 
INDIANAPOLIS 6, INDIANA 


19 
One forty seve™ patient® with anfection® of the ¢kin were 
with “poly _ontainine a of B suriate 
and 3 
Only in the present series 10 
show ed that especial effecti¥e conto 
\esion® jpasborine pot and organism” a 
The \ow yate of go fat make® an ,dea) prep? 
yatio™ for copie? use: 
19 were greated {or acter snfection® on other 
qisease* yn no anstanc® aid” poy ain” excite are We primary condiio® : 
- | 

| 

| 

| 
: 


A 


Discovery of the antimicrobial properties 
of the nitrofurans provided a novel class of 
chemotherapeutic agents. These compounds 
possess specific antibacterial activity with low 
toxicity for human tissues. 

The simplicity and flexibility of this nitro- 
furan nucleus make possible 
numerous variations of its TT 
chemical and therapeutic oot Se 
characteristics; a remedy may ° 
be tailored to fit the disease. 


NITROFURAN 


Products of Eaton Research 
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| EMOTHERAPEUTIC MOLECULE 
PAILORED SPECIFICALLY FOR 
“TORY URINARY TRACT INFECTIONS 


FURADANTIN 


November 1953 
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Within recent years we have so designed 

two important antimicrobial nitrofurans for 

topical use: Furacin TT 

brand of nitrofura- 

zone and Furaspor ° 

brand of nitrofur- 

furyl methylether. on 
Now we have suc- ° 

ceeded in chemically tailoring a unique mole- 

cule, designed specifically for the treatment 

of bacterial urinary tract infections: 


Brand of nitrofurantoin: 
N-(5-nitro-2-furfurylidene)-1-aminohydantoin. 
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pyelonephritis 
for cystitis 
pyelitis 


which have proven refractory to 
other antibacterial agents: 


FURADANTIN 


provides definite advantages: 


clinical effectiveness against most of the bacteria of urinary tract in- 
fections, including many strains of Proteus, Aerobacter and Pseudo- 
monas species 


low blood level—bactericidal urinary concentration 
effective in blood, pus and urine—independent of pH 
limited development of bacterial resistance 

rapid sterilization of the urine 

stable 

oral administration 


low incidence of nausea—no abdominal pain—no proctitis or 
pruritus—no crystalluria or hematuria 


non-irritating—no cytotoxicity—no inhibition of phagocytosis 
tailored specifically for urologic use 


Scored tablets of 50 & 100 mg. 
Now available on prescription 
Write for comprehensive literature 


Inc 


NORWICH, NEW YORK 


is 
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HP*ACTHAR Gel, subcutaneously or intramus- 
** cularly brings fast, dependable relief in ano- 
genital pruritus and other itching dermatoses, 
HP*ACTHAR Gel does not provoke sensitivity 


reactions, as do so many “‘sedative drugs” or 
“antipruritic ointments”. 


Three patients with intractable anogenital 
pruritus who were completely relieved by ACTH 
therapy have been reported in a recent article.f 
In other instances, HP*ACTHAR Gel provides 
needed relief until specific, time-consuming 
measures can exert control. 


tFromer, J. L., and Cormia, F. E.: J. Invest. Dermat. 18: 


The small total dose re- 
quired affords economy and 
virtual freedom from side 
actions. 


THE ARMOUR LABORATORIES 


CHICAGO 11, ILLINOIS 
A DIVISION“ OF ARMOUR AND COMPANY 
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proven HYPOALLERGENIC! 


In a series of recently-conducted studies on the 
allergenicity of foodstuffs*, which included BIB Orange Juice 
for Babies as well as the by-products orange peel oil and 

orange seed protein, the following conclusions were proven: 


Orange peel oil possesses primary 
toxic properties. 


Orange seed protein has a high degree 
of anaphylactogenicity. 


BIB Orange Juice for Babies is virtually 
devoid of peel oil and seed protein. 


BIB Orange Juice for Babies is 
HYPO-ALLERGENIC and NON-TOXIC. 


* RATNER B., AIKMAN, H. L., and 
THOMAS, J. Allergenicity of 
Modified and Processed Foodstuffs, 
Annals of Allergy, Vol. 10, No. 6, 
Nov.-Dec. 1952. 


We will be happy to send reprints of 
the above quoted article upon request. 
Address P.O. Box 866, Dept. SM-I1 


THE BIB CORPORATION JUICES FOR BABIES—JUICES ONLY! LAKELAND, FLA. 
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for 
SEVERE COLDS 
OR INFLUENZA 


One potent capsule provides a com. 
plete palliative treatment. 

DATAH Capsules solve three problems 
in a single prescription: (1) Nasal congestion and 
dripping are -reduced. (2) Headache and body aches 
~ promptly relieved. (3) Depression and low 
spirits vanish quickly. 
DATAH is a logical formula containing three active in- 
Y gredients: (1) thenylpyramine hydrochloride 

50 Mg. as an antihistaminic for colds, (2) dextro- 
phetamine sulfate 5 mg. to prevent drowsiness and 
lift the spirits, and (3) salicylamide 150 mg. for more 
effective relief of headache, backache and body pains. 
. recommended dose, for adults, is 1 capsule, which may 
be repeated in four hours. Contraindicated in hyperten- 
, cardiac disease, diabetes mellitus and hyperthyroidism. 
DATAH is supplied in bottles of 100, 500 and 1,000 
¢apsules. Available at all drug-stores. Limited 

A to prescription and dispensing. 


| DATAH CAPSULES 


For Upper Respiratory Diseases 


MAIL COUPON FOR FREE SAMPLE 


Drug Specialties, Inc. 
P. O. Box 830 
Winston-Salem, N. C.. 


Kindly send me _ professional literature and complimentary 
sample of DATAH CAPSULES. 


DRUG SPECIALTIES, Inc. 


| 
M.D Address 
A North Carolina Industry Serving the South | 
| 
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Each gram contains: 
Cortisone Acetate 
Neomycin Sulfate 

(equivalent to 3.5 mg. neomycin base) 


Available in 1 drachm tubes with 
applicator tip 


The Upjohn Company, 


cortisone 

for inflammation, 
neomycin 

for infection: 


Neosone 


OPHTHALMIC OINTMENT 
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PROVED EFFECTIVE 


in the first 10 million clinical doses 


() CIN ATR for relief of spasm in the 
® gastro-intestinal tract 


(Brand of Thiphenamil HCI) 


Extensive clinical use has proved the 
effectiveness of Trocinate in relieving 
pain and other distressing symptoms 
associated with spasm—anywhere in 
the gastro-intestinal tract. 


Outstanding freedom from side effects 
permits the use of realistic and effec- 
tive doses, administered as frequently 
as required. 


Poythress 


SUPPLIED in pink tablets containing 
100 mg. Trocinate hydrochloride,and 
in red tablets containing 65 mg. Tro- 
cinate hydrochloride and 15 mg. Phe- 
nobarbital—both in bottles of 40 and 
250 tablets. 


AVERAGE DOSE is usually 2 tab- 
lets three or four times a day for the 
first week, then 1 tablet three or four 
times a day to maintain improvement. 


Richmond 17, Virginia 


A product of Poythress research, Trocinate is diethylaminoethyl-di- 
phenylthioacetate hydrochloride—a potent, nontoxic synthetic antispas- 
modic with both atropine-like and papaverine-like spasmolytic effects. 
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Vallestril achieve; 


Vallestril 
“highly effective in: 


relative avoidance 


Vallestril’ has “target action” 


It provides potent estrogenic activity only in certain 
organs, thus minimizing or completely obviating 
the well-known disadvantages of previously avail- 
able estrogens. These disadvantages are the high 
incidence of withdrawal bleeding, nausea, edema 
in the female and mastalgia and gynecomastia in 
the male. 

Vallestril has been shown! to be more active 
than estradiol and to have twice the potency of 
estrone® on the vaginal mucosa when measured by 
the Allen-Doisy technic. However, Vallestril has 
been shown to have but one-tenth the activity of 
estrone on the uterus by the Rubin technic—a sug- 
gested explanation of its very low incidence of 
withdrawal bleeding. 


Vallestril “quickly controls? menopausal symp- 
toms, as well as the pain of postmenopausal osteo- 
porosis and of the osseous metastases of prostatic 
cancer. The beneficial effect of the medication ap- 
peared within three or four days in most meno- 
pausal patients, There is also evidence that the 
patient can be maintained in an asymptomatic state 
by a small daily dose, once the menopausal symp- 
toms are controlled.” 

Dosage: Menopause—3 mg. (1 tablet) two or three 
times daily for two or three weeks, followed by | 
tablet daily for an additional month. 

Supplied in 3-mg. scored tablets. 

Bibliography : Complete list of references available 
on request, *Trademark of G. D. Searle & Co. 


SEARLE RESEARCH IN THE SERVICE OF MEDICINE 


Control of symptoms of osteoporosis... ig 
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11 reasons to consider 


MANDELAMINE 
in urinary infections 


[1} controls most common urinary in- 
fections in 3 to 14 days.'** 


Bactericstatic and bactericidal ac- 
tion is of approximately the same order 
as sulfonamides or streptomycin.**:*7 
Effective against gram-positive and 
gram-negative organisms. 


[3] Bacteria do not develop resist- 
ance.®:** For this reason, Mandelamine 
is particularly suitable for chronic con- 
ditions in which permanent steriliza- 
tion cannot usually be expected because 
of an obstruction, stone, or indwelling 
catheter. In such cases, Mandelamine 
= renders the patient asympto- 
matic. 


[4] although Mandelamine has been 
widely prescribed for more than ten 
years, no serious toxic effects, such 
as blood dyscrasias or crystalluria, 
have been reported. This lack of 
toxicity in therapeutic dosage makes 
Mandelamine especially useful in pa- 
tients who are not under close super- 
vision. The only contraindication is 
renal insufficiency. 


[5] side effects, such as nausea and 
vomiting, are rare. Mandelamine does 
not cause monilial infections respon- 
sible for diarrhea, proctitis, vaginitis, 
and stomatitis. 


[6]No risk of sensitizing the patient 
to drugs which may be life-saving in 
overwhelming infections. 


(jr resistant to antibiotics 
retain their normal susceptibility to 
Mandelamine.*® 


In virulent infections accompanied 
by high fever, antibiotics or sulfona- 
mides may exert a rapid antibacterial 
effect and reduce the fever. Continued 
therapy with Mandelamine usually 
brings the infection under control, 
while avoiding the expense and possible 
untoward effects of prolonged use of 
antibiotics or sulfonamides. 


No supplementary acidification re- 
quired (except in presence of urea- 
splitting organisms which are respon- 
sible for only a small percentage of 
urinary infections). 


[10] Regulation of diet or fluid intake is 
unnecessary. 


[11] Inexpensive. 


ADULT DOSAGE: 3 to 4 tablets t.i.d. 
CHILDREN: in proportion. 
0.25 gram enteric coated tablets, bottles of 120. 


1. Beckman, H., and Tatum, A. L.: Wisconsin M. J. 51:185, 
1952.. 2. Carroll, G., and Allen, H. N.: J. Urology 55:674, 
1946. 3. Kirwin, T. J., and Bridges, J. P.: Am. J. Surgery 
52:477, 1941. 4. New and N fficial R di A.M.A., 
1953, p. 88. 5. Scudi, J. V., and Duca, C. J.: J. Urology 61:459, 
1949. 6. Scudi, J. V., and Reinhard, J. F.: J. Lab. & Clin. 
Med. 33:1304, 1948. 7. Duca, C. J., and Scudi, J. V.: Proc. 
Soc. Exper. Biol. & Med. 66:123, 1947. 8. Schloss, W. A.: 
Connecticut M. J. 14:994, 1950. 9. Knight, V., and others: 
Antibiotics & Chemotherapy 2:615, 1952. 


NEPERA CHEMICAL CO., INC. 


Pharmaceutical Manufacturers 
Nepera Park, Yonkers 2, N. Y. 


“Mandelamine” isa Reg. U.S. Pat. Off. trademark of Nepera 
Chemical Co., Inc, for its brand of methenamine mandelate- 
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For Gastro-Intestinal Dysfunction 


An Improved 
Anticholinergic Agent 


‘Elorine Sulfate’ relieves spasm 
and hypermotility of the gastro- 
intestinal tract, with negligible 
side-effects. It is an excellent ad- 
junct in peptic ulcer therapy. As 
an anticholinergic drug, “Elorine 
Sulfate’ effectively inhibits neu- 
ral stimuli at those ganglia and 


PULVULES 


(Tricyclamol Sulfate, Lilly) 


For spasmolysis without sedation— 
in 25 and 50-mg. pulvules. 


effectors where the presence of 
acetylcholine mediates transmis- 
sion of stimuli. Clinical data show 
profound inhibiting effect on in- 
testinal motility in doses of 50 to 
75 mg. Within this effective dos- 
age range, side-effects are minimal. 
May we send you literature? 


November 1953 


SULFATES 


PULVULES 


CO-fLORINE 


(Tricyclamol Sulfate and Amobarbital, Lilly) 


Formula: ‘Elorine Sulfate’ 


‘Amytal’ (Amobarbital, Lilly) 
Combines ‘Elorine Sulfate’ with ‘Amytal’ 
vide mild sedation in addition to the spasm 


effect. 


25 mg. 
8 mg. 
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Daytime Sedation 


For the patient beset with tension and nervousness, Eskaphen B’s 
phenobarbital content provides effective daytime sedation. In addition, 
its adequate thiamine content helps improve the general nervous tone. 


Eskaphen B™ tablets & Elixir 


(phenobarbital plus B,) 


Each Tablet and each 5 cc. teaspoonful of Elixir contains: 
phenobarbital, 14 gr.; thiamine hydrochloride, 5 mg. 


Smith, Kline & French Laboratories, Philadelphia 


*T.M. Reg. U.S. Pat. Off. 
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When 


spasm 
coexists... 


Dihydrozy Aluminum Aminoacetate,N.N.R. Belladonna Alkaloids Phenobarbital Alm-2 
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in 


A real advantage treating 


COUNCIL So ACCEPTED 


Peptic Ulcer 


A recent clinical report continues to confirm that ALGLYN Tab- 
lets possess all of the theoretical attributes of an insoluble 
non-systemic antacid. Because of “the rapid disintegration and 
prolonged activity in gastric juice...”! dihydroxy aluminum 
aminoacetate (ALGLYN) is both a rapid and long-acting antacid, 
and is éruly effective in tablet form. 

Hammarlund and Rising,? comparing the buffering capacities of 
the most widely prescribed antacids in vitro found ALGLYN Tab- 
lets to be as good or better than antacid preparations in liquid 
or suspension form, and concluded that “dihydroxy aluminum 
aminoacetate (ALGLYN) gives both rapid and prolonged effect.”? 

Each pleasant tasting ALcGLYN Tablet contains 0.5 Gm. dihy- 
droxy aluminum aminoacetate, N.N.R. posaGE: 1 to 2 tablets, 
1 to 2 hours after meals and at bedtime. 


1. Current Med. Dig., 20:112, 1953 (reprint on request). 2. J Am. Pharm. A., Sc. Ed., 38:586, 1949. 


The ulcer patient with coexisting spasm or intestinal hypermo- 
tility requires, in addition to antacid therapy, a spasmolytic and 
a sedative. The Matctyn formula is designed to provide prompt 
control for these refractory patients. 

DOSAGE: | to 2 tablets, 1 to 2 hours after meals and at bedtime. 

FORMULA: Each Matctyn Tablet contains: Dihydroxy Aluminum 
Aminoacetate, N.N.R. 0.5 gm. (7.7 gr.); Belladonna Alkaloids (as 
sulfates), 0.162 mg. (1/400 gr.); Phenobarbital, 16.2 mg. ('4 gr.) 
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longer of time, 


higher freedom from toxic reactions, 


0.3 Gra. (5 gr, in euch yellow enteric cooted Taller of 5 Pabolere- 

te saficylote 0.3 Gm. (Sgr. and minobenggic acid {gs 
salt Gin, (5 gn) in each Persian Rese color, entefie coated Tobleti 


increases respiratory tract uid almost 200% 


Reduces coughing spells yp to 70% 


Relieves bronchiolar constrictions | 
improves patient's mood 


hydrochloride 1 mg. per 5 cc., in a palatable orometic syrup. 
tJ. W. Sc of 


; A. H. ROBINS CO., INC., RICHMOND 20, VIRGINIA 
Ethical Pharmaceuticals of Merit since 1878 


FORMULA: Glyceryl gueiacolate 100 mg., and desoxyephedrine “2 
‘a * 
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im the treatumenmt of Eiypertensiom 


Effectively 


mannitol hexanitrate exerts 
vasodilator action and 
persistent relaxation of 
smooth muscle 


_. New and Nonofficial Remedies: A.M.A. Council on 
Pharmacy and Chemistry, J. B. Lippincott, p. 248, 1953. 


"Safely 


eer side effects 
- with mannitol hexanitrate 
..- greater percentage fall 
in blood pressure 


N. Y¥. Physician 31:20 (Jan.) 1949. 


Economically | 
combined medication 

that provides simultaneously: ' 


vasodilatation (mannitol hexanitrate) 
diuresis (theophylline) % 
capillary (ascorbic acid + rutin) 


BRINGS THE PRESSURE DOWN SLOWLY 


Complete Medication for the Hypertensive 


Each Semhyten Capsule contains: Phenobarbital..14 gr.(15 mg.) 
Mannitol Hexanitrate....12 gr. (30mg.) Rutin 
Theophylline 1% gr. (0.1Gm.) Ascorbic Acid. 


Supplied: In bottles of 100, 500 and 1000 pink-top capsules. 
The S. E. MASSENGILL Company - Bristol, Tennessee 
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Announcing 


of 


NEW TENTH EDITION 
OF THE 
CROSSEN CLASSIC 


| the truest sense in which a book may be 
referred to as a “classic,” Diseases of Women qualifies 
in the gynecological literature. 


Since 1907, in its first edition, it has been the 
popular and outstanding work for students, gynecolo- 
gists and general practitioners for its emphasis on 
biologic and physiologic investigations in relation to 
gynecology—together with comprehensive, systematic 
and judicial presentation of the diagnostic and thera- 
peutic aids in the field. 


It has been that happy combination of thor- 
ough scholarship and deep clinical experience and 
judgment—written with simplicity and prudence for 
those who are treating women. 


This New Tenth Edition carries on its great 
traditions. Revised by Dr. Robert James Crossen, it 
now brings the advances in the knowledge of embry- 
ology which have altered the concept of oogenesis and 
the development of various ovarian structures. Also a 
wealth of new material concerning the interaction of 
enzymes, hormones, vitamins and various other sub- 
stances in the endometrial and ovarian structures. 
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By ROBERT JAMES CROSSEN, A. B., M. D., F.A.CS., Assistant Professor of Clinical 
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(SCASECS 


of Whmen 


Additions to diagnostic aids include: use of 
the vaginal smear in detection of early carcinoma and 
in determining the exact day of ovulation; other tests 
for ovluation; new pregnancy tests; culdoscopy; and 
culdocentesis. 


Therapy in all diseases has been brought up to 
date. Practical suggestions are given for endocrine and 
general therapy of funcional diseases, including func- 
tional uterine bleeding, amenorrhea, dysmenorrhea, 
sterility, and the climacteric. Treatment of pelvic in- 
fections is shown in the light of the antibiotics. In the 
material on uterine cancer, a critical analysis of modern 
methods of early diagnosis, treatment and prevention 
is given. 

A clear and concise chapter on “Radiation 
Therapy” is contributed by Dr. A. N. Arneson and an 
excellent section on “Endocrine Relations Concerned 
in the Ovarian Cycle” is written by Dr. Willard Allen. 


Psychosomatic aspects of gynecologic problems 
are considered in a detailed discussion of the physical 
and pyschic changes occurring during the formative 
years of puberty and adolescence and in the later years 
of the climacteric. The illustrations are clear and 
profuse—with detailed captions. 


Gynecology and Obstetrics, Washington University School of Medicine; Section Head of 
Unit I Obstetrics and Gynecology, St. Louis City Hospital; Assistant Gynecologist and 
Obstetrician to Barnes Hospital and St. Louis Maternity Hospital; etc. 

TENTH EDITION * 920 Pages * 990 Illustrations (41 in Color) ¢ Price, $18.50 


QO , The C. V. MOSBY Company, 3207 Washington Blvd. 
rder 


St. Louis 3, Missouri 


. ] Please send me: Crossen’s DISEASES OF WOMEN—10th Ed. Price, $18.50 
orm 


(0 Enclosed find check. 


NAME__ 


ADDRESS__ 


SMJ—11-53 


(] Charge my account. 
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The truly therapeutic B Complex and C with 


liver and both types of Biz. Odorless, capsule- 


shaped tablets, supplied in bottles of 50 and 100. 
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Aqueous solutions of vitamins A and D 


are far more rapidly, more fully and aqueous 


more surely absorbed and utilized 
than oily solutions — passing with 
greater ease through the intestinal 
mucosa barriers. With vitamin A in 
aqueous solution there is... 


up to...300% greater absorption — 
100% higher liver storage — 


67% less less through 
feeal excretion’ 


vi-syneral 
vitamin drops 


each 0.6 cc. provides: 


VITAMIN A (natural) 5000 Units 

VITAM.N (natural) * 1000 Units 

ASCORBIC ACID (C) 50 mg. 

THIAMINE HC! (B)) 1 mg. 
RIBOFLAVIN (B2) 0.4 mg. _ Easy to take, easy to give in 
PYRIDOXINE HCI (B¢) O3mge - formula, milk, desserts, etc.; 
ihentis-eilonacaso 5 me. no fishy taste or odor; 

2 mg. decidedly economical 


“100% NATURAL VITAMIN D, THE SUPERIOR ANTI-RACHITIC 


1. Lewis, J. M. and Cohlan, S. Q.: M. Clin. N. A. 34:413, March 1950. 


Samples on request. 


U.8. VITAMIN CORPORATION 
Casimir Funk Laboratories, Inc. (affiliate) 
250 East 43rd St., New York 17, N. Y. 


Vol. 


| 
| 36 eC = 
| 
4 
if 
via 
| th 
| 
= 
| 
| 


Vol. 46 No. 11 SOUTHERN MEDICAL JOURNAL 


BRAND OF STANOLONE 


A PFIZER SYNTEX PRODUCT ... Which matches the anabolic and anti-tumor bene- 
fits but minimizes the clinical disadvantages of 
testosterone. 


Neodrol possesses a potent, positive, 

protein anabolic action — like testosterone 
Increased muscle mass, improved strength, non- 
edematous weight gain, erythropoiesis, and posi- 
tive nitrogen balance—all may result from increased 
protein anabolism stimulated by Neodrol. 


Neodrol possesses a tumor-suppressing 

action — like testosterone 
In female patients with advanced, inoperable car- 
cinoma of the breast, Neodrol is as effective as 
testosterone—and may be somewhat better—in ar- 
resting progression, causing regression and pre- 
venting development of new lesions. Neodrol ap- 
pears to offer some advantage over testosterone in 
alleviating symptoms. 


Neodrol exhibits a relatively low incidence 
of virilizing side effects— unlike testosterone 
The most distressing side effects of androgen ther- 
apy—hirsutism, acne, clitoral hypertrophy and 
increased libido—are less frequently encountered 
with Neodrol therapy and when present are usually 
PFIZER LABORATORIES slight in degree. 


Division, Chas. Pfizer & Co., Inc. Supp.iep: In multiple-dose (10 cc.) , rubber-capped 
Brooklyn 6, N. Y. vials: 50 mg. per cc. *Trademark 
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Same patient showing— 
active erythropoiesis fol- 
lowing cobalt therapy. 
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VISUAL PROOF 


of the Unique Hematologic Action 
of Therapeutic Cobalt 


erythrocytes. 


The photomicrographs illustrate the action of therapeutic level cobalt in producing actual 
regeneration of erythrocytes and their precursors even in severely depressed human bone 
marrow.! 

Because of extensive clinical studies with RONCOVITE—the original cobalt product— 
this understanding of direct stimulation of the depressed bone marrow has brought a com- 
pletely new approach to the treatment of “‘secondary” anemia. 

Roncovite provides a significant advance in the treatment of the great majority of al/ the 
microcytic and normocytic anemias commonly seen in practice. 

In severe cases of anemia accompanying infectious and inflammatory disease, Roncovite 
may act so dramatically as to make transfusion unnecessary while in prolonged “‘low grade 
anemia” it may simply overcome the erythropoietic inhibition which has prevented im- 
provement in the blood picture. 

Suggested Dosage: One tablet four times daily in adults; 0.6 cc. daily in infants. 


RONCOVITE 


DOSAGE FORMS 


Roncovite Tablets—enteric coated, red, each contains cobalt chloride, 15 mg.; ferrous sulfate, 0.2 Gm.; 
bottles of 100. 


Roncovite Drops—each 0.6 cc. contains cobalt chloride, 40 mg.; ferrous sulfate, 75 mg.; bottles of 15 cc. with 
calibrated dropper. 
Write for literature and complete bibliography. 


LLOYD BROTHERS, INC. 
In the Interest of Medicine Since 1870 


1. Case 2, Seaman, A. J., and Koler, R.: Acta Hematologica, 9:153, 1953 
2. Gardner, Frank H, J. Lab. Clin. Med.; 41:56, 1953. 


CINCINNATI 3, OHIO 


Bone marrow showing— 
acquired erythrocytic hy- 
poplasia —no nucleated 
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for 
agonizing 
vulvar itch 


pregnant 
women, 


in the diabetic 
and every other 

woman tortured by 

Vaginal Thrush. 


geutiayel 
Only gentian violet 
treatment in single-dose 
disposable applicators 
brings rapid dramatic relief 
93% Clinically effective 


Availability: gentia-jel 12 single-dose 
disposable applicators on prescription only 
SAMPLES ON REQUEST 


estwood | 
harmaceuticals ~- 468 Dewitt Street, Buffalo 13, N.Y. | 


DIVISION OF FOSTER-MILBURN CO. 


fF 
. 
ONLY gentian violet treatment you can prescribe . 
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OW... COUNCIL- ACCEPTED 


éach BIFACTON 


provides an intimate mixture of intrinsic factor 
concentrate and vitamin B.2. The remarkable purity 
and potency of intrinsic factor in Bifacton enables 
for the first time convenient, reliable oral vitamin 


B.: therapy for the pernicious anemia patient and 


others, particularly the aged, whose intrinsic factor 


secretion is deficient. Bifacton represents the first 
vitamin B12 preparation which may be prescribed 


with confidence for all patients. 


Two tiny 
Bifacton tablets 
per day 
provide 
1U.S.P. 
Anti-Anemia 
Unit 
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Estrogen and androgen go together 
like “‘compass and pen” 
to provide a dual approach 
for maximum efficiency 


in dysmenorrhea. 
Many clinicians feel 
that these two steroids, 
together, as combined in 
“Premarin” with Methyltestosterone, 
are more effective 
than either one alone 
in producing relief of pain 
by suppressing ovulation. 
Excellent results have been reported 


re from such therapy. 


for combined estrogen-androgen therapy 


@ Ayerst, McKenna & Harrison Limited - New York, N. Y. - Montreal, Canada 
3 
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TRANQUILIZER...RELAXANT...ANTIDEPRESSANT 


TABLETS AND ELIXIR 


TRIPLE-ACTING to produce 


Each tablet or spoonful 
(5 e.c.) contains: 


Mephenesi 250.0 mg. 
d-Amphetamine phosphate 
(dibasic) 


Butabarbital 8.0 mg. 
Bottles of 50, 100, and 1000 tablets. 


neuromuscular relaxation and 
promote tranquility, thus breaking 
2.5 mg. the chain of fatigue, aches and pains. 


depression, and the numerous other 


Elixir: Bottles of 8 oz. symptoms associated with tension. 


A PRODUCT OF REED & 
A trusted name since 1860 JERSEY CITY 6,N. J. 


CARNRICK 
TORONTO, ONT., CAN. 
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DE PROPANE ™. 


THERAPY OF INTERMITTENT CLAUDICATION 


restores 


the patient to 
useful living 


Patients with intermittent claudication 
associated with occlusive arterial disease 


: DEPROPANEX (deproteinated pancre- 
are able to do much more work while atic extract) wo aon g pain by relieving 
. 1,2 spasm. Its action is entire y physiologic 
under treatment with DEPROPANEX. Additional indications for DePRoranex 
: are: renal colic, ureteral spasm, biliary 
Clinically Effective —“After a series of colic, postoperatively to restore abdomi- 
ten or more treatments, the claudication nal muscle tone. A ' 
é Dosage: In vascular disease and inter- 
time was...prolonged to an average of 3 cc. 
era every other day. For spasmolysis 
more than three times that of the control coli: 3 to 5 for 
tests,” and walking distance increased by 
an average of 400 per cent.” cc. rubber- 
capped vials. 
Clinically Safe —““No untoward reactions ’ 
have been noted in giving more than = os 
1,000 injections of this substance.”? 


References: 1. Bull. New York Acad. Med. 19:478, 
1943. 2, Am. Heart J. 18:425, 1939. 


Division of Merck & Co., Inc. 


Philadelphia 1, Pennsylvania 


SDOHME, 
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eeedesign achievement 


in treatment room furniture 


New exclusive features, advanced styling, long term economy 


New steeline design embodies the practical suggestions of scores of practitioners 
and specialists throughout the nation. Note these features: The new table 
top has floating body support; formed by foam rubber cushion over a shaped 
foundation—real comfort for the patient. Convenient drawer under head end 
holds paper sheeting roll, or blood-pressure instrument, etc. Retractable heel 
stirrups; adapter for Bierhoff crutches also available. Built-in, rectractable 
stainless steel intravenous arm rest also provides convenient shelf for blood- 
pressure instrument, supplies, etc. Electrical outlet conveniently located at 
end of table. Cabinets feature magnetic door latches, crystal glass shelves and 
glass door panels set in rubber. Suction-pressure unit is available for all cab- 
inets. Bottoms of drawers are cork-lined. Tops of all 
treatment cabinets are of Textolite, acid-proof, easy 
to clean plastic surfacing material. Illustration shows 
standard five-piece group. 


A. S. ALOE COMPANY 


Send your Free 4-color brochure with information 
regarding New Steeline Treatment Room Furniture. 


NAME 
STREET 


a. s. aloe company 
AND SUBSIDIARIES 
1831 Olive Street — St. Louis 3, Missouri 
LOS ANGELES 15, California, 1150 S. Flower St. 
SAN FRANCISCO 5, California, 500 Howard St. 
MINNEAPOLIS 4, Minnesota, 927 Portland Ave. 
NEW ORLEANS 12, Louisiana, 1425 Tulane Ave. 
KANSAS CITY 2, Missouri, 4128 Broadwoy 
ATLANTA 3, Georgia, 492 Peachtree St., N. E. 
WASHINGTON 5, D.C.,1501 Fourteenth St.,N. W- 
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for \_ treatment of 


severe, intractable hypertension 


e Ganglionic blockade made 
safer through the tranquilizing 
effect of Rauwiloid... 


® Rauwiloid works slowly, takes 
time to build up. By the time 
hexamethonium dosage has been 
determined, Rauwiloid effect will 
have been established. 


bd Full hypotensive effect of 
hexamethonium from greatly 
reduced dosage (up to one-half 
less) because of apparently syn- 
ergistic action with Rauwiloid... 


® side reactions to hexamethon- 
ium greatly reduced—in incidence 
as well as severity—because of 
lower dosage... 


e Combination renders hexa- 
methonium therapy by mouth 
easier to manage—a distinct 
advantage when severity and 
progression of disease demand 
the most potent agent available. 


The inherent dangers of hexamethonium (though 
greatly reduced because of lower dosage required) call 
for the same caution, the same diligent supervision, the 
same careful instruction of the patient, which hexa- 
methonium always demands. 

Though the mild hypotensive effect of Rauwiloid is 
realized slowly, it does not impede the speedy action 
of hexamethonium. 

Associated symptoms of severe hypertension rapidly 
yield to the Rauwiloid component; tachycardia is re- 
lieved by mild bradycardic influence, and gentle sedation 
changes the usually present anxiety to a feeling of 
tranquility and well-being. 

The concept that it may be “‘better medicine’’ to give 
such potent drugs as hexamethonium individually, and 
not in combination, does not apply here. Unfortunate 
mistakes in dosage taken by the patient are less apt to 
occur when only one tablet-medication has to be taken. 

Only the contained hexamethonium need be consid- 
ered for dosage purposes. Increasing the dosage of 
Rauwiloid beyond the minimum effective dose will 
neither lead to excessive hypotensive, bradycardic, or 
sedative effects, nor produce side actions. 

Evidence indicates hexamethonium dosage should be 
raised slowly. Here is a safe rate of build-up—a uniform, 
slow, safe rate—with this combination: 

Initiate therapy with 14 tablet (each scored tablet 
contains Rauwiloid 1 mg. and hexamethonium 250 mg.) 
q.i.d., not less than 4 hours apart, preferably before 
meals and on retiring. After two weeks, if needed, 
dosage may be increased by one tablet per day, but 
not oftener than twice weekly. 


Write today for your copy of the new brochure “Rauwiloid + Hexamethonium 
in the Treatment of Severe, Intractable Hypertension’’; it presents a 
careful review of warning signs in the use of hexamethonium and of 
the simplification of management made possible by this combination. 


RIKER LABORATORIES, INC. sso severty Bivo., Los ANGELES 48, CALIF. 
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Solubility of free (nonacetylated) ELKOSIN 


inations made with the free 
C. in normal af 


high solubility where it counts 
in the acid pH range 
so prevalent in fevers 
and infections 
alkalis not needed 


ELKOSIN. 


SULFISOMIDINE CIBA 


a new advance in sulfonamide safety 


tablets 0.5 Gm., double-scored. Bottles of 100 and 1000 
suspension in syrup ().25 Gm. per teaspoonful (4 cc.). Pints. 


1. Ziegler, J. B.; Bagdon, R. E., and Shabica, A.C.: To be published. 


Ciba 


Vol. 
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Wyeth anncunces wilh 
THE NEW 


TUBEX*-STERILE NEEDLE UNIT 


FOR NEW TUBEX HYPODERMIC SYRINGE 


YOU SIMPLY: 


4—load, as easy as loading your shotgun. 
Then close and... 


2—slip off rubber sleeve, aspirate and shoot! 


MEDICATION AVAILABLE IN THE NEW TUBEX—STERILE NEEDLE UNIT 
(other medication will be added as production permits) 


BICILLIN® Injection: 
dibenzylethylenediamine 
dipenicillin G in aqueous 
suspension, 600,000 units 
per TuBEx 


BICILLIN® C-R diben- 
zylethylenediamine dipeni- 
cillin G, 300,000 units and 
procaine penicillin, 300,000 


units in aqueous suspen- 
sion, Tusex of 1 ce. 


LENTOPEN®; procaine 
penicillin G in oil with 
aluminum monostearate, 
300,000 units per TuBex 


LENTOPEN®, All- 
Purpose; procaine penicillin 
and potassium penicillin in 


oil, 400,000 units per TuBex 


WYCILLIN® Suspension; 
procaine penicillin G in 
aqueous suspension, 
300,000 units per TuBex 


WYCILLIN® 600 Suspen- 
sion; procaine penicillin G 
in aqueous suspension, 
600,000 units per TuBex 


Tusex take up very little space in your bag; can even 
be carried in the pocket—always ready for instant 
use—with a single syringe. See your Wyeth Detail- 
man for a handy pocket case containing a complete 
line of medications for injection in the new TuBEx. 


Wijeth 


Philadelphia 2, Pa. 
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CLINICAL EVALUATION 
FREQUENTLY FAVORS 


BUTAZOLIDIN® 


(brand of phenylbutazone) 


In antiarthritic potency, BUTAZOLIDIN can be compared only with gold. 
ACTH and cortisone. In making a choice between these agents, the specific 
advantages of BUTAZOLIDIN merit consideration: 


™ Simple oral administration 
@ Potent and prompt antiarthritic effect 


™ Broad spectrum of action embracing many forms of arthritis 


™ No development of tolerance requiring progressively increasing dosage 


® No disturbance of normal hormonal balance 


™ Moderate in cost 


As with any agent so potent as BUTAZOLIDIN, optimal therapeutic results 
with minimal risk of side reactions can only be obtained by clinical man- 
agement based on careful selection of patients, proper regulation of dos- 
age, and regular observation of each patient. 


Detailed Literature on Request. 


Butazouipin® (brand of phenylbutazone) Tablets of 100 mg. 


Division of Geigy Company, Inc. 
GEIGY PHARMACEUTICALS Bi 220 Church Street, New York 13, N.Y. 
In Canada: Geigy (Canada) Limited, Montreal 


i: 


wide - 
— 


Gantrisin 'Roche' is especially 
soluble at the pH of the kidneys. 
That's why it is so well tolerated... 
does not cause renal blocking... does 
not require alkalies. Produces high 
plasma as well as high urine levels. 
Over 150 references to Gantrisin®in 


recent literature. 
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eee for wide-spectrum 


antibacterial therapy. 


Each Gantricillin-300 


tablet provides 300,000 
units of penicillin PLUS 
0.5 Gm of Gantrisin’=- 
the single, soluble 


sulfonamide. 
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SHARP 
DOHM 


PHOTOGRAPH BY PAUL RADKAI 


From 6 to 60... the preferred dosage form 
REDISOL, 


CRYSTALLINE VITAMIN 


ACTIONS AND USES: REDISOL offers the versatile vitamin 
Biz in all the practical dosage forms. The soluble tab- 

are a convenient oral dosage for therapy in certain 
cases of anemia (such as nutritional macrocytic ane- 
mia). Children like to take Repisot Elixir, and it is 
patticularly useful for compounding prescriptions. 
REDISOL Injectable provides more potent dosage 
Strengths for use in selected anemias, such as perni- 


cious anemia. It is also valuabie for the relief of pain in 
certain neuritic conditions (such as trigeminal neuri- 
tis), and also in some vascular disorders. 

SUPPLIED: In many forms — Soluble Tablets, 25 and 50 
meg. in bottles of 36 and 100. RepisoL Injectable, 30 
and 100 meg. per cc. in 10 cc. vials— and now 1,000 
mcg. per cc. in 1 cc. vials. Elixir, 5 mcg. per 5 cc. in pint 
SPASAVERe and gallon bottles. 


. 


SOUTHERN MEDICAL JOURNAL 


Bellaspro brings prompt and effective 
relief from the common aches and -algias 
... turning what might have been a 
wasted, pain-ridden day into one of com- 


fort and accomplishment. 
For relief of headaches, dysmenorrhea, 
neuralgia, myalgia, sciatica, lumbago: 
BELLASPRO® 
Belladonna Alkaloids 0.0714 mg. 
in alkaloid content 
to 3.8 minims Belladonna Tincture 
Caffeine gr. 
Acetophenetidin 2% gr. 
Acid Acetylsalicylic 3% gr. 


Supplied in bottles of 100, 500 & 1000 tablets 


BELLASPRO® with Codeine* 

No. 1 with 14 gr. codeine phosphate 

No. 2 with 1% gr. codeine phosphate 

Supplied in bottles of 100 and 500 tablets 
*Narcotic order form required 

Rationally formulated for rapid relief of pain 


VANPELT & BROWN, INC. © Phormaceutical Chemists e RICHMOND, VIRGINIA 
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Reflects in your patients... 
a fresh response and 1 


a vigorous 
improvement 


entionemia therapy 
ina single 


activated 


Bn 


Each ARMATINIC ACTIVATED 
Capsulette contains: 
Ferrous Sulfate, 


In Armatinic Activated, the hemopoi- 
etic factors activate and potentiate 


Exsiccated......... 200 mg. 
each other in their interrelated role 
in producing mature red blood cells. Ascorbic Acid 

(Vitamin C).......... 50mg. 


**Liver Fraction Il (N.F.) with 

Desiccated Duodenum. .350 mg. 

*The Armour Laboratories Brand of Crystalline 
Vitamin Biz. **The liver is partially digested 
with duodenum during manufacture. 


Supplied in bottles of 100 and 1000. 


Also available: Armatinic Liquid, bottles of 
8 oz. and 16 oz. 


A THE ARMOUR 
LABORATORIES 


A DIVISION OF ARMOUR AND COMPANY 
CHICAGO 11, ILLINOIS 
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Conclusive evidence 
of the effectiveness and low toxicity 
of Furadantin 
in treating bacterial urinary tract infections 


is provided in its recent 


acceptance by the Council 


COUNCIL ON 
PHARMACY 


FURADANTIN -- 


brand of hitrofurantoin 


stat 
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| 
. 


ee 


The N.N.R. 
monograph 


on Furadantin 


states: 


Nitrofurantoin—Furadantin (Eaton).— 


Actions and Uses.—Nitrofurantoin, a nitrofuran derivative, 
exhibits a wide spectrum of antibacterial activity against both 
gtam-positive and gram-negative micro-organisms. It is bac- 
teriostatic and may be bactericidal to the majority of strains of 
Escherichia coli, Micrococcus (Staphylococcus) pyogenes albus 
and aureus, Streptococcus pyogenes, Aerobacter aerogenes, and 
Paracolobactrum species. The drug is less effective against 
Proteus vulgaris, Pseudomonas aeruginosa, Alcaligenes faecalis, 
and Corynebacterium species; many strains of these organisms 
may be resistant to it. However, bacterial resistance to other 
anti-infective agents is not usually accompanied by increase in 
resistance of the organisms to nitrofurantoin. The drug does 
not inhibit fungi or viruses. 


Nitrofurantoin is useful by oral administration for the treat- 
ment of bacterial infections of the urinary tract and is indicated 
in pyelonephritis, pyelitis, and cystitis caused by bacteria sensi- 
tive to the drug. It is not intended to replace surgery when 
mechanical obstruction or stasis is present. Following oral ad- 
ministration, approximately 40% is excreted unchanged in the 
urine. The remainder is apparently catabolized by various body 
tissues into inactive, brownish compounds that may tint the 
urine. Only negligible amounts of the drug are recovered from 
the feces. Urinary excretion is sufficiently rapid to require ad- 
ministration of the drug at four to six hour intervals to main- 
tain antibacterial concentration. The low oral dosage necessary 
to maintain an effective urinary concentration is not associated 
with detectable blood levels. The high solubility of nitro- 
furantoin, even in acid urine, and the low dosage required 
diminish the likelihood of crystalluria. 


Nitrofurantoin has a low toxicity. With oral administration 
it occasionally produces nausea and emesis; however, these 
reactions may be obviated by slight reduction in dosage. An 
occasional case of sensitization has been noted, consisting of a 
diffuse erythematous maculopapular eruption of the skin. This 
has been readily controlled by discontinuing administration of 
the drug. Animal studies, using large doses administered over 
a prolonged period, have revealed a decrease in the maturation 
of spermatozoa, but this effect is reversible following discon- 
tinuance of the drug. Until more is known concerning its long- 
term effects, blood cell studies should be made during therapy. 
Frequent or prolonged treatment is not advised until the drug 
has received more widespread study. It is otherwise contra- 
indicated in the presence of anuria, oliguria, or severe renal 
damage. 


Dosage.—Nitrofurantoin is administered orally in an average 
total daily dosage of 5 to 8 mg. per kilogram (2.2 to 3.6 mg. per 
pound) of body weight. One-fourth of this amount is ad- 
ministered four times daily—with each meal and with food at 
bedtime to prevent or minimize nausea. For refractory infec- 
tions such as Proteus and Pseudomonas species, total daily 
dosage may be increased to a maximum of 10 mg. per kilogram 
(4.5 mg. per pound) of body weight. If nausea is severe, 
the dosage may be reduced. Medication should be continued 


for at least three days after sterility of the urine is achieved. by y] 
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AUTHORITATIVE AIDS 
to the practice oo RATIONAL THERAPEUTICS 


Issued under the Direction and Supervision of 
The Council on Pharmacy and Chemistry American Medical Association. 


NEW and NONOFFICIAL REMEDIES 


1953 EDITION ‘L&S SECTION on 


TESTS AND STANDARDS) 


now onty $2.65 per copy 


Reflecting the desire of the Council and Publisher to make this 
important book available to medical students and physicians at 
the lowest possible cost. If you wish to avail yourself of up-to- 
date information concerning the actions, usage, limitations, and 
dosage of acceptable and relatively new drugs—get a copy today. 


USEFUL DRUGS EPITOME oF THE 


U.S.P. and N.F. 
1952 Edition 1951 Edition 


$2.50 per copy $2.50 per copy 
This handy manual, particularly useful The “EPITOME”, selects and epitom- 
in fields of materia medica and thera- izes such information, from U.S.P. 
peutics, describes properties, pharma- and N.F., on drugs and drug prepara- 
cologic action, therapeutic action, tions as would be of use to the physi- 
dosages and method of administra- cian, and indicates their place in 


tion of useful drugs. therapeutics. 


Available at all regular medical book stores 


TESTS AND STANDARDS 
FOR NEW AND 
NONOFFICIAL REMEDIES 


J.B. LIPPINCOTT COMPANY 


PHILADELPHIA 


Published 1953. Based on a section 
formerly appearing in N.N.R. Now 
published as a separate monograph. 
$4.00 per copy. 


LONDON MONTREAL 
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Right hand — Reiter's Disease, Same hand—six days later, 


To get the most out of slides q 
... right at your desk...in bright light 4 


Ir YoU TEACH —must constantly confer If you have large collections of 2 x 2-inch 
with students and associates on problems _ slides, are constantly adding —eliminating 


of identification and diagnosis . . . — substituting... 

If you have a specialty which involves Whatever your reason, if you show 4 
before-and-after changes—for example, 2 x 2-inch slides to small groups, you need ag 
plastic surgery — or skin diseases... a Kodaslide Table Viewer, Model A. q 


It embodies projector, black Kodak 
DAY-VIEW Screen and slide changer in one 
compact, lightweight unit. Ideally suited 
for showings at desk. Gives almost 5x magni- 
fication with full justice to the color and 
detail of transparencies. Finger-touch focus- 
ing. Plunger type slide changer accepts 75 
cardboard or 30 double-glass slides. Price 
$97.50, subject to change without notice. 


For further information see your photo- 
graphic dealer or write: 


EASTMAN KODAK COMPANY 
Medical Division, Rochester 4, New York 


ming medical progress through Photography and Radiography 


A Kodalk 
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LOZENGES 


* 
e e 
for throat irritation 
i ‘Thantis’® Lozenges, the original anesthetic - antiseptic 
throat lozenge, is more effective than any of the many imitations. 


‘Thantis’ Lozenges contain no antibiotic; they produce no 
unpleasant by-reactions in the mouth. 


‘Merodicein™®, the long-lasting antiseptic, combats in- 
fection. Saligenin, the unique local anesthetic, relieves pain 
and irritation. 


Twenty-two years’ extensive clinical use has proved the 
value of this effective product. 


‘Thantis’ is one of the few throat lozenges which have been 
submitted to extensive comparative clinical and laboratory 
study.* 


Specify ‘Thantis’ Lozenges and be assured of satisfactory 
clinical response. 


Supplied in vials of 12 lozenges each. 


*References on request. ® Reg. U. S. Pat. Off. 


HYNSON, WESTCOTT & DUNNING, INC. 


BALTIMORE 1, MARYLAND 
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REHABILITATION FOLLOWING THE 
CEREBROVASCULAR ACCIDENT* 


By Howarp A. Rusk, M.D. 
and 
Morton Marks, M.D. 
New York, New York 


Today, more and more of a physician’s 
practice consists of the management of phys- 
ical disabilities resulting from chronic dis- 
ease, and of this group there is no single 
clinical entity of the magnitude of hemiplegia. 
Most commonly this disability represents the 
residua of a vascular lesion within the central 
nervous system, the common “stroke” or 
“apoplexy.” 

Some idea of the magnitude of the prob- 
lem may be obtained from the fact that the 
“stroke” is listed as the third major cause of 
death, ranking behind only heart disease and 
cancer. The majority of patients who do sus- 
tain a stroke of apoplexy do not die during 
the initial state; instead they improve to a 
greater or lesser degree and often live a num- 
ber of years despite their residual disabilities. 
Unfortunately in the past, the medical atti- 
tude toward the hemiplegic has been one of 
hopelessness and passive acceptance. Hemi- 
plegics have filled the back beds of our medi- 
cal wards, the back bedrooms of our homes, 
and have crowded the few available nursing 
homes and institutions for custodial care. 


It is estimated that there are well over 
1,000,000 hemiplegic patients in the United 
States. Because of the numbers involved, as 
well as the severity of the disability, the prob- 
lem of the rehabilitation of the hemiplegic 
assumes great proportions. 


_ 


*Read in Section on Medicine, Southern Medical Associ- 
ation, Forty-Sixth Annual Meeting, Miami, Florida, November 
10-18, 1952. 

, "From the Departments of Physical Medicine and Rehabilita- 
tion and Neurology, New York University-Bellevue Medical 
Center, New York, New York. 


Etiology.—The causes of vascular lesions in 
the nervous system are many and include: 


(1) Congenital anomalies 

(a) Angiomatous malformations (venous, arterial 
or arteriovenous) 

(b) Aneurysms 

(2) Infections of vessels 

(a) Primary (arteritis, periarteritis nodosa, lupus 
erythematous, etc.) 

(b) Secondary (bacterial meningitis, tuberculous 
meningitis, syphilitic meningitis, encephali- 
tis, etc.) 

(3) Occlusion by embolism (blood clots, air, fat, 
bacteria, cardiac vegetations, tumors, etc.) 

(4) Degenerative disease, arteriosclerosis 

(5) Traumatic 

(6) Compression or erosion by tumors, etc. 

(7) Functional disturbances in the general circula- 
tion 

(8) Systemic diseases (polycythemia vera, anemia, 
leukemia, uremia, eclampsia, acute systemic in- 
fectious diseases of childhood, etc. 


Pathogenesis.—The pathogenesis of the vas- 
cular lesion in the central nervous system 
consists of: 


(1) Thrombosis 
(2) Hemorrhage 
(3) Embolism 
(4) Compression of vessels ey 
(5) Functional disturbance in the general or local 

circulation 


In addition, the angiomatous malforma- 
tions and aneurysms may act as space-occupy- 
ing lesions and produce signs and symptoms 
of increased intracranial pressure as well as p 
a disturbance in the function of the contigu- ’ 
ous neural tissue. The pathogenesis of the 
vascular lesion in the nervous system is clear- 
ly understood when the lesion is caused by 
embolism, compression of the vessel by tumor 
mass or traumatic rupture of vessels. The 
situation is not entirely clear as to the patho- 
genesis of thrombosis or hemorrhage. 


Thrombosis of the nervous system vascula- 
ture is commonly seen in the presence of the 
following circumstances: (1) arteriosclerotic 
changes in the vessel walls; (2) infectious exu- 


4 


date or inflammatory proliferation in the 
vascular coats or in the perivascular spaces; 
(3) changes in the clotting mechanism of the 
blood. 

Arterial or venous thromboses may occur 
whenever there is inflammatory exudation 
or inflammatory proliferation of the coats or 
perivascular spaces of the vessels. Such throm- 
boses are common when infection occurs in 
the meningeal spaces (subarachnoid, sub- 
dural or epidural); in the vessels (arteritis or 
phlebitis); or in the cerebral substance itself. 


The etiology of arteriosclerotic changes in 
the neural vasculature is unknown. In gen- 
eral, it is believed that arteries are more se- 
verely affected than veins by these changes, 
although there is recent evidence that the 
venous channels are also frequently involved. 
The vessels of the brain are affected much 
more frequently than those of the spinal cord. 
The mechanism of the clot formation in ar- 
teriosclerotic vessels is unknown. Several 
hypotheses have been advanced. The most 
commonly accepted one is that the arterio- 
sclerotic plaques in the vessel retard the 
flow of blood, thus aiding thrombus forma- 
tion. Another theory is that there is a rup- 
ture of the vasa vasorum with the formation 
of a clot which occludes the vessel. 


Hemorrhage into the nervous tissue fol- 
lowing rupture of an angiomatous malforma- 
tion or of a congenital or mycotic aneurysm 
can be understood on the basis of localized 
thinning of the vascular wall: the cause of 
the rupture of arteriosclerotic vessels is not 
clear. It is presumed that the localized 
changes in such vessels weaken the coats, and 
the rupture occurs as the result of the pres- 
sure within the walls. 

Vascular lesions in the nervous system may 
occur when there is a fall in the systemic 
blood pressure, particularly when there are 
pathologic changes within the vessels. Spasm 
of an artery, if sufficiently prolonged, could 
produce lesions similar to those which result 
from thrombosis or embolism. 


Symptoms and Signs.—The patient with 
cerebral vascular disease is frequently not 
seen by the physician until there has been a 
sudden, dramatic and often cataclysmic onset, 
presenting the clinical picture commonly de- 


1044 SOUTHERN MEDICAL JOURNAL 


November 1953 


scribed by the terms “stroke,” “shock,” or 
“apoplexy.” Although there are differences 
in the mode of onset, the symptomatology, 
and clinical course of patients with an intra- 
cerebral hemorrhage and of those with throm- 
bosis or embolism of a cerebral vessel, the 
general picture is quite similar in all three 
and differential diagnosis is often difficult. 
In addition the process must be differentiated 
from other lesions in the nervous system, for 
example, tumor, or abscess. 


Differentiation from other lesions of the 
nervous system is usually not difficult when 
the complete history of the patient's illness 
is known, but is often extremely difficult 
when the patient is found in a comatose state 
and there is no adequate history concerning 
onset of the coma. In such cases a careful 
examination of the patient and the judicious 
use of certain laboratory tests are necessary. 
The laboratory procedures of greatest value 
are urinalysis, non-protein nitrogen and blood 
sugar determinations and cerebrospinal fluid 
examination. 


The favorite site of vascular involvement 
occurs along the distribution of the middle 
cerebral artery, frequently involving one of 
the lenticulo-striate or lenticulo-optic arteries 
which supply the internal capsule, and the 
adjacent portion of the basal ganglia and 
thalmus. There is no part of the brain, how- 
ever, that is not vulnerable. 


Characteristically in the typical hemiplegia, 
that is, the cerebral vascular accident occur- 
ring along the distribution of the middle cere- 
bral artery, and during the acute phase, there 
are disturbances in the state of consciousness 
as well as signs signifying focal brain involve- 
ment. When the acute shock-like phase has 
abated, it becomes evident that the extremi- 
ties and frequently the lower portion of the 
face on the same side are paralyzed. The mus- 
cles are usually flaccid and no tendon reflexes 
can be evoked. After an interval, which in an 
occasional case may be as long as six weeks, 
the muscle tone of the involved extremities 
increases, usually becomes spastic and associ- 
ated with hyperactive deep tendon reflexes. 
In rare instances, the flaccidity may persist 
indefinitely. When the dominant hemisphere 
is involved, usually the left, and the lesion is 
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extensive enough, an aphasia is frequently ob- 
served. Perseveration, the tendency to repeat 
motor performances, whether it be in speech 
or other activities, is a common characteristic 
seen in aphasia and manifests itself by con- 
stant repetition of single words, phrases or 
sounds. 

Examination of the typical patient at this 
time usually discloses that the upper extrem- 
ity is half in adduction, internally rotated at 
the shoulder, with the elbow, wrist and fin- 
gers maintained in a flexed position. If the 
patient can ambulate, the involved lower ex- 
tremity is extended at the knee; the foot is 
internally rotated, plantar flexed and com- 
monly supinated. The deep tendon reflexes 
are accentuated and pathological reflexes (the 
Babinski, Chaddock, etc.) may be elicited. 
The motor disability is usually most marked 
in the distal portions of the extremities with 
the greatest degree of impairment and usually 
the least functional return in the use of the 
fingers and hand. By careful testing, it may 
be shown that a homonymous visual field 
defect is a frequent concomitant. Alterations 
in sensory modalities are occasionally noted. 


The abnormalities found on neurologic ex- 
amination, however, obviously depend upon 
the size and site of the lesion. Lesions in the 
brainstem for example, characteristically 
cause crossed hemiplegic syndromes, to wit, 
cranial nerve involvement on the side of the 
lesion and a paralysis or paresis of the ex- 
tremities on the opposite side. 


Prognosis—The course of patients with 
cerebral vascular accidents depends on the 
type of the lesion, the extent of the lesion, 
and the presence or absence of other com- 
plicating factors. The prognosis for life is 
grave if there has been a hemorrhage of any 
appreciable size or if a major vessel is the 
site of a thrombosis or embolism. Cerebral 
vascular accidents, with the exception of rup- 
ture of large basilar aneurysms, rarely cause 
sudden death, and death within twelve hours 
is uncommon. The majority with cerebral 
hemorrhages of appreciable size usually die 
within two to fourteen days of the onset. 
Many patients with a thrombosis or embolism 
of a cerebral vessel recover from their first 
attack. In the fatal cases, death usually occurs 
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in from ten days to three weeks during which 
secondary complications develop. 


When a small vessel is the site of an em- 
bolism or a thrombosis, the patient is usually 
able to survive the insult unless the compli- 
cating factors (cardiac failure, uremia, coro- 
nary thrombosis or bacterial endocarditis) are 
serious enough to cause death. With recov- 
ery from the initial shock there is usually 
improvement of the focal neurologic symp- 
toms. These may continue to improve for 
several months and may occasionally disap- 
pear entirely. It is more usual, however, for 
the patient to be left with some permanent 
residual, which may vary from stiffness and 
difficulty in the use of the leg in walking, or 
awkwardness in the use of the hand, or some 
degree of speech defect, to complete paraly- 
sis and total aphasia. In an occasional case 
there will be no improvement for a few weeks 
after the onset of symptoms, but a gradual 
and appreciable improvement in the follow- 
ing months. For this reason improvement of 
the neurologic defect should not be consid- 
ered optimum until at least six or more 
months have elapsed. There is no time limit 
on the rehabilitation procedures although it 
is obvious that the earlier they are instituted 
the better. 


Treatment.—The treatment of the patient 
with a cerebral vascular accident is considered 
as biphasic: first, the treatment in the imme- 
diate period after the onset, which is mainly 
devoted to lifesaving and physiological con- 
trol measures; second, the treatment of resid- 
ual defects (rehabilitation). 


There is no uniformly accepted medical 
treatment for the cerebrovascular accident. 
There is little doubt as to the importance of 
careful nursing and symptomatic supportive 
therapy during the acute phase.  Stellate 
ganglion blocks, the use of vasodilators, anti- 
coagulants, and surgical intervention are still 
controversial at present. However, even dur- 
ing the acute phase definitive rehabilitative 
measures can frequently be employed concur- 
rently. 

The question often arises, “How soon can 
an active program of rehabilitation be insti- 
tuted?” Although previously we were ex- 
tremely cautious, we now feel that an active 
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program can be instituted as soon as the pa- 
tient’s systemic state allows him to be mobil- 
ized. Frequently this means 24 hours after 
the patient regains consciousness. There are 
many, however, who confined their patients 
exclusively to bed activities for three weeks in 
the presence of a hemorrhage. 


Selection of Patients for Rehabilitation — 
Most patients prove to be suitable for a train- 
ing program of rehabilitation. Certain condi- 
tions militate against a positive result how- 
ever: first, severe encephalomalacia when 
mentation is severely affected and relearning 
ability is impaired; second, malignant phase 
of nephrosclerosis and hypertension; third, in- 
tractable, chronic congestive heart failure or 
coronary insufficiency which do not respond 
to adequate medical therapeutic regimens. 


In determining the feasibility in individual 
cases, the importance of an appreciation of 
the underlying medical situation and con- 
comitant complications is imperative. This 
necessitates detailed knowledge of the neuro- 
logical, the cardiovascular, the renal, and the 
mental status, as well as the evaluation as to 
the extent of the disability. The latter is best 
measured by a series of tests which include: 
muscle examination, determining the power 
of both the affected and the unaffected mus- 
cles; the range of motion in the joints; and a 
determination of the patient’s proficiency in 
the activities of daily living. 


From this accumulation of information re- 
habilitative goals can be set up which, how- 
ever, must always be realistic. The training 
program is designed to teach the patient (1) 
the essential activities of daily living and (2) 
the avocational and vocational activities com- 
mensurate with the patient’s skills, abilities 
and disabilities. In occasional instances the 
patient may be able to perform virtually all 
of his previous activities. In others our train- 
ing objectives will be limited to teaching the 
patient to be capable merely of a minimum of 
self-care activities, that is, to dress himself, 
feed himself and take care of his toilet ac- 
tivities. The goals that are set up necessarily 
imply an appreciation of the patient’s social 
and emotional problems and how they relate 
to his motivation. In many instances consul- 
tation with a psychiatrist may be necessary. 
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Rehabilitation Program Objectives and 
Treatment.—The objectives of a program of 
rehabilitation for the hemiplegic patients are 
(1) to prevent deformities, (2) to treat de. 
formities if they occur, (3) to retrain the pa. 
tient in ambulation and elevation activities, 
(4) to teach the patient to perform the actiy- 
ities of daily living and working with the un- 
affected arm and hand, (5) to retrain the af- 
fected arm and hand to the maximum capaci- 
ty, and (6) to treat facial paralysis and speech 
disability if present. 

(1) Prevention of Deformities.—The spastic 
hemiplegic patient, when lying in bed, holds 
the upper extremity in adduction and inter- 
nal rotation with the elbow, wrist and fingers 
of the affected part in a flexed position. The 
affected lower extremity is usually flexed and 
adducted at the hip joint, the knee is flexed 
and the ankle is plantar flexed and supinated. 


If treatment is started within a few days 
following the cerebral vascular accident, there 
is no need for any special procedures to pro- 
tect the affected limbs. If, however, the pa- 
tient must remain in bed for a period of time, 
procedures must be instituted to prevent de- 
formities. 


A posterior ankle splint is used to prevent 
shortening of the heel cord. A pillow in the 
axilla will prevent adduction and internal 
rotation of the shoulder joint, a frequent re- 
sidual deformity in hemiplegia. Passive move- 
ments of the arm in abduction, external rota- 
tion and in the overhead position should be 
performed several times a day to prevent a 
“frozen shoulder.” 


A pulley, with a rope and handle attach- 
ments, arranged over the head of the bed, or 
if the patient is ambulatory in any suitable 
location, should be used to encourage move- 
ment of the arm on the affected side. If nec- 
essary, the affected hand may be strapped to 
the pulley rope with a bandage or special 
glove. This exercise performed several times 
daily prevents the “frozen” and_ painful 
shoulder, or if it has developed will allow for 
a gradual yet efficient mobilization. 


(2) Treatment of Deformities—The princ- 
pal deformities which commonly occur are 
“frozen shoulder” and a shortened heel cord. 
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The use of heat and massage to the arm 
and shoulder is of value in preparing the part 
for stretching. Passive movements of the 
shoulder are useful in increasing the range of 
motion. These movements can be _per- 
formed by a therapist, nurse, or by the pa- 
tient himself. Pulley therapy frequently proves 
invaluable. 

A short heel cord seldom requires opera- 
tive procedures. The heel cord usually can 
be lengthened by means of stretching and a 
short leg brace with a 90-110 degree stop at 
the ankle to maintain the gains made by 
stretching and ambulation. 


(3) Ambulation.—Flexion and extension 
movements at the hip and knee can usually 
be performed by the spastic hemiplegic sub- 
ject who is started on early ambulation. 
When, however, the hip and knee are flexed, 
as in walking, the foot dorsiflexes and supi- 
nates. The patient is usually afraid to place 
the supinated foot on the floor because of the 
danger of injuring the ankle or falling. To 
prevent this foot movement he walks with a 
fixed knee joint and circumducts the lower 
extremity. This slow awkward gait if used for 
a time will occasion for the patient a pattern 
of walking which will be cumbersome, fa- 
tiguing, and difficult to correct. 


A double bar, short leg brace with a stirrup 
attachment, 90 degree ankle stop and a su- 
pinator “T” strap should be prescribed to 
prevent plantar flexion and supination of the 
foot and give the patient confidence so that 
he will flex his knee and hip. With the brace 
and a cane in the unaffected hand for bal- 
ance, most hemiplegic patients soon learn to 
walk unaided. 

A patient with flaccid hemiplegia will be 
unable to make a voluntary movement when 
in the supine position. If, however, the pa- 
tient is held in the erect position with the 
affected lower extremity on the floor, he will 
flex and extend the leg as in walking and be 
able to bear his body weight. The sensory 
contact of the foot on the floor stimulates the 
reflex pattern of walking. Ambulation should 
be the first procedure in a rehabilitation pro- 
gram, since it can be accomplished by the 
Majority of patients. 

Some patients, especially those in the 
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younger age groups, learn to walk with a 
good reciprocal pattern without the aid of a 
cane. No patient, however, seems to learn the 
reciprocal arm pattern without special train- 
ing. 

The following methods are recommended 
for retraining in the normal pattern of walk- 
ing: 


METHOD 1. RETRAINING IN WALKING 


Equipment.—Parallel bars with a sliding apparatus 
over the bars to prevent excoriation of the hands. 
(Round cardboard boxes with the ends removed can 
be placed over the bars. The open sides can be taped 
together with adhesive tape to hold them on the bars.) 


Position—Stand between the bars with one hand 
on each bar. The affected hand is placed on the 
movable box and may be tied if necessary. 


Instructions—Step forward with the right foot and 
move the left hand forward along the bar. Step for- 
ward with the left foot and move the right hand 
along the bar. Repeat five times, several times a 
day up to fatigue. 


METHOD 2. RETRAINING IN WALKING 


Equipment.—None 
Position.—Standing with feet together and arm at 
the side. 


Instructions——Step forward with the right foot and 
swing the left arm forward and point to the right 
foot. Step forward with the left foot and swing the 
right arm forward and point to the left foot. The op- 
posite arm and leg must be moved together and re- 
main parallel at all times. Repeat five times several 
times a day. 

When the patient can walk with the reciprocal pat- 
tern of arm and leg movements and talk with the in- 
structor, the pattern is formed and the patient is 
retained. 


(4) The Unaffected Arm and Hand.—As a 
return of function in the affected upper ex- 
tremity cannot usually be expected for a long 
period of time, if ever, it is essential to teach 
the patient to care for his daily needs with his 
unaffected arm. 

A right hemiplegia in a right-handed per- 
son is a serious disability because of the sen- 
sory and motor aphasia and the lack of skill 
in the left hand to perform the activities es- 
sential for daily living. The training of the 
left hand should be started early, as the pa- 
tient must become left-handed if he ever 
hopes to care for his daily needs. Simple 
tasks in eating and dressing should be started. 
Left-hand writing must be practiced as this is 
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an important means of communication, espe- 
cially when speech is affected. 


(5) The Affected Arm and Hand.—Train- 
ing of the affected arm is started while the 
patient is developing one-handed skills with 
the unaffected arm. If the arm is flaccid, a 
re-education program similar to that used in 
poliomyelitis should be started. Many of 
these patients have a complete return of func- 
tion if the muscle re-education is given care- 
fully over a long period of time. The rehabil- 
itation of the spastic arm should start at the 
shoulder and gradually proceed distally to the 
fingers. 

Occupational therapy is of particular value 
in the retraining of the arm as it combines 
exercise and retraining with interesting ac- 
tivity. Care must always be taken to insure 
that the activity involved in the occupational 
therapy is that which will provide the max- 
imum functional value to the patient in terms 
of later skills of daily living. 


EXERCISE 1. FLEXION OF THE ARM AT 
SHOULDER 


Purpose—To maintain, or increase, the shoulder 
movement and to strengthen the shoulder girdle mus- 
cles. 

Positions.—Sitting on a chair or lying supine in bed. 

Instructions—The patient grasps the wrist of the 
affected arm with the fingers of the unaffected arm. 
He raises the arms forward upward as far overhead 
as possible. Repeat five times on the hour. 


EXERCISE 2. FLEXION AND EXTENSION OF 
THE FOREARM 


Purpose—To obtain full range of motion at the el- 
bow and active flexion and extension of the elbow 
without adduction. 


Position.—Sitting on a chair, elbows close to side of 
body and palms of hands together with the ulnar 
side of the hands resting on the affected knee. 


Instructions—The patient flexes the forearms and 
touches the chin. Repeat five times on the hour. 


The patient may have difficulty in opening the 
spastic fingers with the unaffected fingers, but the 
best possible position should be obtained. This is also 
valuable in preventing flexion contractures of the 
fingers. 


EXERCISE 3. FLEXION AND EXTENSION OF 
THE FOREARM AND SUPINATION AND 
PRONATION OF THE HAND 


Purpose—To combine flexion and extension of the 
elbow with supination and pronation of the hand. 


Position—As in Exercise 2. 
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Instructions—The patient places his palms together 
as in Exercise 2, flexes the forearm and supinates the 
affected hand as he raises it to the chin. On extension 
of the forearm the hand is pronated. Repeat five 
times on the hour. 


The tight supinator muscles of the affected arm can 
be stretched by the unaffected hand. Flexion of the 
elbow with supination of the hand is the most useful 
combination of movements in performing the activi- 
ties essential for daily living. 


EXERCISE 4. FLEXION OF FOREARM AND ARM 
OF THE AFFECTED SIDE 


Purpose—To combine these flexion movements so 
that the patient may use the hand in daily activities, 
such as holding paper down while writing. 

Position.—Sitting on a chair in front of a table. 

Instructions—The patient flexes the forearm to 
table level and then flexes the arm so that the fore- 
arm rests on the table. These movements must be 
performed without elevating the shoulder or adduct- 
ing the arm. Repeat five times on the hour. 


The habit of keeping the hand routinely in the 
lap militates against re-education. It must be placed 
in the position for finger action. 

The wrist, if not flexed, needs no special 
training. There are very few activities which 
cannot be performed even with a fixed wrist. 
The functional use of the hand has been in- 
creased in several young patients with ex- 
treme flexion of the wrist by fusing the wrist 
joint. A cock-up splint should be used if there 
is extreme flexion of the wrist and this should 
be combined with a “pancake” splint if the 
fingers are tightly flexed. 


The fingers of the spastic hemiplegic pa- 
tient are most difficult to re-educate for any 
useful purpose. If good function is ever at- 
tained it represents a great cost in time and 
concentrated effort by the patient. In the 
aged with advanced cardiovascular disease it 
is seldom worth the effort. One should not, 
however, permit the patient to give up hope 
of ever using the fingers. He must be made to 
understand that the movements of the fingers 
depend upon the proper functioning of the 
shoulder, elbow and hand and placing the 
hand in positions for purposeful movements. 
Exercise for the fingers should be purposeful 
and wherever possible should be in terms of 
functional activity in which the patient re- 
learns a practical skill which will prove func 
tionally useful, such as buttoning, manipulat- 
ing zippers, handling objects, and_ self-care 
activities. The following exercises for the 
fingers can be used for the purpose indicated. 
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EXERCISE 5. EXTENSION OF THE FINGERS 
AND THUMB 


Purpose—To prevent finger contractures by exten- 
sion of fingers and thumb. 


Position. Sitting on a chair. 
Instructions —With the fingers of the unaffected 


hand, extend each finger and the thumb of the af- 
fected hand. Repeat five times on the hour. 


EXERCISE 6. EXTENSION OF THE FINGERS 
AND THUMB 

Purpose.—As in Exercise 5. 

Position.—Sitting on a chair with hand resting on 
table in pronation and fingers extended as far as 
possible. 

Instructions —Press backward and downward on the 


table surface so that the palm of the hand is in con- 
tact with the table. Repeat five times on the hour. 


EXERCISE 7. EXTENSION AND FLEXION OF 
FINGERS AND THUMB 


Purpose—To produce passive movements of ex- 
tensors and active movements of flexors. 


Position—As in Exercise 6, with a pencil resting 
on the table under the palm of the hand. 


Instructions——Press backward and downward on 
the dorsal surface of the hand so that the palm of 
hand is in contact with the table. Release pressure, 
flex the fingers and pick up the pencil. Repeat five 
times on hour. 


SELF-HELP DEVICES 


In the rehabilitation of the hemiplegic, it 
is readily apparent that numerous factors will 
determine the degree of results obtained in 
ability to perform the activities of daily liv- 
ing. Some patients will achieve a surprising 
degree of recovery of function; others will be 
left with varying degrees of permanent re- 
sidual disability. Even with these latter pa- 
tients much can be done with the use of 
simple mechanical devices which will enable 
the patient to perform the simple acts of daily 
living either independently or with a mini- 
mum of assistance from another person. Such 
devices should be used only when necessary, 
and, before a device is given to a patient, 
retraining in the activity should be attempted. 
; The disabilities which the hemiplegic faces 
in managing the activities of daily living are 
those which require compensation for the 
loss of the use of one upper and one lower 
extremity. Due to involvement of the hand, 
Many activities usually performed with both 
hands must be performed with one. Involve- 
ment of the lower extremity obviously makes 


standing, walking and climbing difficult. Pa- 
tients with these defects should have their 
programs specifically planned to master, as 
far as possible, these deficiencies or, if not, to 
circumvent them. 

Many of the devices for hand activities are 
of the one-hand variety, such as articles for 
dressing that avoid fastenings that require the 
use of both hands. Buttons and snaps are 
more easily managed than zippers, also pre- 
tied elastic shoe laces. 

For personal hygiene there are special 
hand brushes. Since getting in and out of 
the tub is both difficult and strenuous, bath- 
ing often presents a problem. A shower is 
therefore recommended. If a stall shower is 
available, a bench or chair inside the stall 
is suggested so that the patient may sit. If it 
is necessary to use a tub, the use of a board 
or two chairs is recommended. This elimi- 
nates lifting the patient in and out of the tub. 

In some instances, independence of eating 
may be achieved by the use of a knife-fork 
combination. A cutting surface is provided 
by the curved blade which can be used with 
a rocking motion rather than the traditional 
method of sawing. This eliminates the need 
for stabilizing the food with the other hand. 
Although it is not recommended the fork 
tines on the opposite side of the blade may 
be used. 

Communication through writing or use of 
the telephone may also present problems. If 
the right hand is involved, training may be 
given in left-hand writing. If this proves un- 
satisfactory, a typewriter with a special one- 
hand keyboard is available. Numerous types 
of one-hand telephone aids are also available 
commercially. 

For the housewife there are many one- 
handed implements which can be purchased 
or easily made. For card playing, there are 
numerous devices on the market to hold the 
cards. These and many other devices are 
available commercially or can easily be con- 
structed. With imagination others can easily 
be developed to meet the particular needs of 
any individual patient. 

Because of the difficulty in walking, the 
wheel chair may be an essential, especially in 
the more severe cases and at least in the be- 
ginning of the hemiplegic’s rehabilitation. 
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But because of the hand involvement, the or- 
dinary wheel chair needs the following special 
adjustments: the one-arm drive and brakes. 
The one-arm drive has both hand rims on 
one side, with a connecting rod to the axle 
of the opposite wheel, making it possible to 
propel the chair with the one good arm. The 
removable arm rest permits easier transfer to 
bed, toilet, and car by allowing the patient to 
slide across. If the chair upholstery is of a 
smooth material, such as leatherette or plastic, 
sliding will be facilitated. It is also suggested 
that the removable arms be fitted with up- 
holstered arm rests. 


(6) Aphasia—One of the most difficult 
problems in the management of the hemi- 
plegic is the problem of aphasia. It is ex- 
tremely important for the physician to ex- 
plain both to the patient and to his family 
what aphasia is and why the patient is unable 
to speak. This should be done as soon as the 
patient has recovered consciousness and 
aphasia is noted, in order that his fear of 
“losing his mind” may be allayed. He should 
be told factually and honestly that there is no 
specific medical therapy for aphasia, and thus 
can be impressed with the necessity for re- 
training. 

The problem of aphasia is a complicated 
one. Whenever possible a speech therapist 
should be consulted. The speech therapist 
should not be confused with an elocutionist. 
The latter is one whose interest and training 
in speech field are concerned with the art of 
speaking rather than the science of speech. 
The speech therapist is a specialist who con- 
cerns himself with the pathology of speech 
and, as a professional worker, evaluates, diag- 
noses, and treats speech disorders. 

The speech therapist's philosophy regard- 
ing the evaluation and treatment of a speech 
defective patient should be functional and 
based realistically on the needs of the indi- 
vidual in a communicating world. Testing 
the patient’s ability to cope with the commu- 
nication necessary for daily life is an essential 
part of the evaluation testing procedure. 
Such things as ability to read street signs, in- 
dicate directions, write one’s name and ad- 
dress, and make telephone calls should be 
graded in the initial evaluation period. 
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An important prognostic factor in aphasia 
is the etiology of the aphasic symptoms. Those 
aphasics whose disabilities were incurred 
through trauma rather than disease appear to 
respond best to therapy. The age of the pa- 
tient has considerable bearing on his capacity 
for language rehabilitation. Younger patients 
are, of course, better risks for speech retrain- 
ing. Euphoria is a poor prognostic factor in 
aphasia, for this non-language behavior char- 
acteristic seems to represent the patient's de- 
nial of his disability. Interestingly enough, 
there appears to be a high correlation be- 
tween low intelligence, little formal education, 
and successful language retraining. There- 
fore, high intelligence, considerable educa- 
tion, or professional status are poor prognos- 
tic signs. This correlation seems to be based 
on the fact that the patient whose language 
capacity was small prior to the accident is 
satisfied with smaller gains in speech recovery. 
On the other hand, a patient whose livelihood 
and personality were dependent to a large 
extent on language facility is highly frus- 
trated and is seldom satisfied, regardless of 
how much language function he recovers. It is 
much easier to build new speech patterns than 
to break down old, established speech habits. 
Therefore, a patient with symptoms of short 
duration presents a more favorable prognosis 
than one whose aphasic symptoms are of long 
standing. 


Although it must be remembered that no 
two aphasic patients are identical in their lan- 
guage disorder or in personality, certain prin- 
ciples can be indicated regarding therapy for 
different types of aphasia. However, in giv- 
ing these principles, it must be emphasized 
that standardization of aphasia therapy is to 
be avoided. With this in mind, we can enu- 
merate the few principles which will apply 
in genéral. 

Speech therapy for the aphasic should be 
carried on in a quiet, pleasant and comfort- 
able room which is preferably sound treated. 
Every effort should be made by the therapist 
to avoid interruptions during each session 
with the patient. Brain injured patients are 
almost universally easily distracted. 

Whenever possible, multiple sensory stim- 
uli should be used in the teaching situation. 
Every sense avenue available to the patient 
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should be utilized. The patient should be 
surrounded by stimulation of all kinds, lead- 
ing toward one goal. Teaching should be 
done by example, never by forcing the pa- 
tient to use certain words. 

The patient should be given every oppor- 
tunity to use the word before it is supplied 
to him, as it is of greater emotional benefit 
to the patient to be able to use certain words. 


In all phases of therapy, it is essential that 
the therapist use material that is of interest 
to the patient. It is in this area that the speech 
pathologist is usually called upon to produce 
custom-made materials for the patient. It is 
difficult to find material that is elementary in 
its language level, yet adult in content. The 
tremendous importance of meeting individual 
patient interests through instructional mate- 
rials is one of the factors that make aphasia 
therapy challenging to the therapist. 


Since the brain injured patient usually has 
difficulty in abstraction, most aphasia teach- 
ing, particularly at the elementary level, must 
be done on a very concrete basis. Therefore, 
words are usually learned in the following 
order: nouns, verbs, pronouns, adjectives, ad- 
verbs, and, finally, articles, conjunctions, and 
prepositions. 

A symptom which seems to have a degree 

of universality in the aphasic is the inability 
to name objects. Thus, the patient goes 
through a word naming period. 
“The learning of language forms seems to progress 
from the use of naming words to other parts of speech. 
Naming should always be the first step. The naming 
process should use words that are simple, easily articu- 
lated, and clearly enunciated.” 

The naming period is usually begun with a 
“basic needs” vocabulary: those words that 
are essential to the patient’s everyday activi- 
ties. Units of words concerning toilet arti- 
cles, foods, articles of clothing, and parts of 
the body are included. The most common 
method used in this area of teaching is the 
presentation of objects or pictures to the pa- 
tient accompanied by a visual representation 
of the corresponding word and the spoken 
word elicited by the therapist. While at the 
word naming level and whenever possible, the 
patient should be encouraged to write the 


RUSK AND MARKS: CEREBROVASCULAR ACCIDENT 


1051 


word for additional reinforcement of the lan- 
guage pattern. The use of these simple nam- 
ing words is intended as a stimulation of the 
patient on the first level of language and not 
as a series of stimulations that the patient may 
learn by repetitive drill. Shifting from the 
word naming level to the verb level is usually 
accomplished by teaching the action word 
that goes with an already learned noun, for 
example, razor-shave; pencil-write;  glass- 
drink. 

Another defect in speech that commonly 
occurs following a cerebrovascular accident 
is the inability to produce repetitive muscular 
movements of articulation in a smooth fash- 
ion (dysarthria). It is a commonly seen coun- 
terpart of aphasia although it is often seen 
when the usual aphasic symptoms are absent. 
Using recording instruments whereby the pa- 
tient may listen to his mistakes, imitation be- 
fore a mirror, and auditory stimulation are 
methods used in therapy for the dysarthric. 
Usually, those sounds which are most visible 
in their production are taught first. Hence, 
the labial sounds (b, p, m, etc.) are treated 
first. The other sounds follow, generally in 
their positions in the mouth. The aphasia is 
treated first, for it is felt that fluent speech 
expression and ease of understanding are 
more important than the accuracy of speech 
reproduction. 


CONCLUSION 


Hemiplegia presents one of the most chal- 
lenging problems in medicine today, both in 
total numbers and therapeutic complexities. 
With a dynamic approach to the problem of 
the hemiplegic, using rehabilitation technics 
that have been developed to meet the total 
needs of the individual, much can be offered 
to these severely disabled patients, and most 
can be trained to lives of self-sufficiency and 
usefulness. 


Regardless of the extent of the disability, 
the physician’s responsibility to his hemiplegic 
patient cannot end when the acute phase of 
treatment has been cared for. It ends only 
when the physician has taken the responsibil- 
ity to rehabilitate and retrain the patient to 
his maximal capabilities. 
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THE ROLE OF ISONICOTINIC ACID 
DERIVATIVES IN THE TREATMENT 
OF TUBERCULOSIS* 


By E. Jenkins, M.D. 
Houston, Texas 


A current discussion of isonicotinic acid 
derivatives in the management of tuberculosis 
must rightfully emphasize the immaturity of 
our present concepts of the role which these 
drugs eventually will play. Knowledge is 
being acquired rapidly, however, due partly 
to the ease of manufacture and the generosity 
of distribution of these synthetic compounds, 
as well as to the organized teamwork of 
several cooperative groups of hospitals where 
large scale investigations are under way.+ 

From the standpoint of historical interest, 
isonicotinic acid hydrazide was first synthe- 
sized in 1912* and subsequently remained in 
the obscurity of chemical literature. It was not 
until three decades later that Domagk,® by 
uncovering the tuberculostatic nature of the 
thiosemicarbazones, stimulated an inquiry by 
chemists into the potential anti-tuberculous 
properties of structurally related compounds. 
Independent and apparently simultaneous 
investigations in the laboratories of two well 
known commercial drug companiest revealed 
that certain of the isonicotinic acid deriva- 
tives possessed a very potent effect against the 
tubercle bacillus in the test tube as well as 
in the experimental animal.6? Confirmation 
of these observations was quickly forthcoming® 
and with pharmacologic studies indicating 
very low toxicity of therapeutically effective 
dosages in laboratory animals,®-!* the applica- 


*Read in Section on Medicine, Southern Medical Association, 
Forty-Sixth Annual Meeting, Miami, Florida, November 10-13, 
1952. 

*From the Department of Medicine, Baylor University Col- 
lege of Medicine, Houston, Texas. 

+The most notable large scale research projects, in which 
patients are being randomized without selection for the pur- 
pose of evaluating the comparative efficacy of various drug 
regimens, are (A) Forty-six Veterans Administration, Army, 
Navy hospitals comparing isoniazid alone (this regimen was 
abandoned August 15, 1952),? isoniazid-streptomycin, and 
streptomycin-PAS in patients . with streptomycin sensitive 
organisms, and in patients with streptomycin resistant or- 
ganisms, isoniazid alone and isoniazid-PAS; (B) 22 hospitals 
in the U.S.P.H.S. study? in which patients are being random- 
ized on isoniazid, streptomycin-isoniazid and streptomycin-PAS; 
(C) 39 hospitals in the cooperative study of the Medical Re- 
search Council of Great Britain* which is investigating, by 
randomization of patients, the comparative regimens of iso- 
niazid, streptomycin-isoniazid and streptomycin-PAS. 


tHoffmann-LaRoche, Inc., Nutley, New Jersey and E. R. 
Squibb and Sons, New Brunswick, New Jersey. 
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tion of these compounds to the treatment of 
tuberculosis in man was soon undertaken.13-16 


From among the many isonicotinic acid 
derivatives which have been synthesized, those 
of sufficient interest to mention are four in 
number. The glucosyl hydrazide was dis- 
carded after brief clinical trials uncovered 
its irritative properties following parenteral 
administration. The isopropyl hydrazide,* 
known as iproniazid, is well tolerated by 
oral administration, is therapeutically effec- 
tive in humans and is being further studied 
on a rather limited scale. Isonicotinic acid 
hydrazide, officially known as isoniazid, is 
the least toxic and most extensively studied 
derivative and, for this reason, will be the 
subject of most of the discussion which fol- 
lows. It is of interest that streptomycin and 
isoniazid may be combined in molecular 
proportions to form a crystalline compound, 
streptomycyl isonicotinyl hydrazine.’* Because 
of the apparent advantage which this com- 
pound possesses, over either isoniazid or strep- 
tomycin in delaying in vitro the emergence 
of resistant mycobacteria by serial tranfer on 
appropriate media, its further development 
will be watched with great interest. 


Dosage——While the lower limits of thera- 
peutically effective dosage have not been 
clearly defined, it is currently felt that daily 
dosage should not be lower than 2.3 mg. per 
kilogram of body weight per day (150 mg). 
The maintenance of continuous blood levels 
is apparently not required for a_ successful 
therapeutic response’® but little is known con- 
cerning the minimum frequency at which ad- 
ministration of the drug is necessary. Since 
isoniazid has few toxic properties, the main 
indication at present for exploring the lower 
limits of effective dosage resides in the need 
for ways to diminish the emergence of bac- 
terial resistance. Dosages as high as 10 mg. 
per kilogram of body weight per day have been 
administered to seriously ill patients without 
untoward effects'* 18 but there is now general 
acceptance of 5 mg. per kilogram, given in two 
or three divided daily doses, as the recom- 
mended upper limit (350 mg.). While oral 
administration is the preferable route, isonia- 
zid may be given intramuscularly to patients 


**Marsilid,”” of Hoffmann-LaRoche, Inc. 
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in whom oral dosage is impossible or contra- 
indicated.1® 

Absorption, Excretion, Distribution.—Iso- 
niazid is absorbed rapidly following oral ad- 
ministration, and maximum blood levels are 
usually reached in one to three hours.1° 19 20 
Excretion is largely by way of the kidneys, and 
approximately 50 to 70 per cent of the ingested 
dose may be recovered in the urine within 24 
hours. Unless renal disease is present, blood 
levels usually diminish to insignificance by 
12 hours, are undetectable by 24 hours, and 
there is no cumulative tendency in the blood 
on prolonged daily administration. Some ex- 
cretion also probably occurs by way of the 
stool and saliva. 

Distribution of isoniazid within the body 
is remarkable in that the drug readily diffuses 
into the cerebrospinal fluid in concentrations 
equal to those simultaneously found in the 
blood.*° Diffusion into pleural or peritoneal 
fluid occurs less readily. 


Interesting comparisons have been made 
by Suter and by Mackaness*? 33 on the ability 
of isoniazid to exert prompt bacteriostasis 
upon intra-phagocytic tubercle bacilli in ap- 
proximately one five-hundredth the concen- 
tration required of streptomycin. Isoniazid 
therefore appears to have a bacteriostatically 
effective cell-permeating ability which is not 
shared by streptomycin. 


Toxicity—Acute and chronic toxicity stud- 
ies in animals® 1112 have indicated a consid- 
erable species difference in response to toxic 
doses of isoniazid. Worthy of mention, how- 
ever, is the consistency with which convulsions 
and respiratory failure have accounted for the 
death of mice, rats, rabbits and dogs in acute 
experiments. The chronic toxicity seen with 
high doses in dogs is reported to be character- 
ized by progressive anemia, weight loss, liver 
degeneration, renal tubular damage, and, if 
blood levels become sufficiently high, convul- 
sions. 

In man the toxicity of isoniazid when given 
in doses of 2 to 5 mg. per kilogram of body 
weight per day for as long as six months is, 
fortunately, not great. Information on the 
tolerance of this dosage beyond six months 
is meager, but no unfavorable reports have 
yet appeared which indicate any toxicity 
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specifically related to long term administra- 
tion.1319 On the contrary, most of the avail- 
able data suggest that the majority of un- 
toward effects appear in the first few weeks 
and eventually disappear with continued 
therapy. 


Recently the Medical Research Council of 
Great Britain has published a comprehensive 
report on the treatment of 173 patients with 
pulmonary tuberculosis who received 200 mg. 
of isoniazid per day for a period of three 
months.’ Sixty-six (38 per cent) patients ex- 
hibited untoward reactions (Table 1). 


A considerable amount of laboratory work 
has been done in parallel with most investiga- 
tive programs in order to uncover evidence 
of chronic toxicity in man, and with the 
exception of occasional isolated case reports, 
most studies reveal a fairly consistent absence 
of liver or renal damage, deterioration of 
the hemopoietic or the nervous system, or 
toxicity sufficient to warrant discontinuing 
isoniazid.! 3 15 14 19 

The effects of isoniazid upon the nervous 
system appear to be the most commonly ob- 
served side reaction.’ 1® Little is known con- 
cerning the mechanism, but a word of caution 
regarding the use of isonicotinic acid deriva- 
tives in patients with convulsion disorders,*1 
or with psychotic or borderline psychotic states 


TOXICITY OF ISONIAZID 
(200 mg./day) 
IN 173 PATIENTS* 


3 MONTHS Rx 
Per Cent 


No toxicity ...... 
Increased reflexes ... 18 


Twitching of legs 1 
8 
Difficulty in urination 2 
Nervousness 


no 


Flushing of the face .... 


Skin rashes 


! 


*Report of Medical Research Council of Great Britain 
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seems warranted.*54 As pointed out by P’an, 
phenobarbital would appear to be the best 
antidote if convulsions or central nervous sys- 
tem stimulation of a troublesome degree are 
present. Similar caution in respect to patients 
with renal disease is important since blood 
levels may be excessively high or prolonged. 


THERAPEUTIC RESULTS 


Explanation and evaluation of the thera- 
peutic results of isoniazid in tuberculosis are 
more easily understood in the light of certain 
experimental data. Fundamentally, isoniazid 
is a bacteriostatic agent which exerts a tre- 
mendously suppressive effect upon the growth 
of the tubercle bacillus, both in the test 
tube and in the animal body. This effect is 
also evident both in vivo and in vitro against 
tubercle bacilli which have acquired high 
degrees of resistance to streptomycin and to 
PAS.22, On the contrary it has been shown 
that isoniazid is not effective in the treat- 
ment of experimental animals whose tuber- 
culosis has been induced by isoniazid resistant 
tubercle bacilli.** 

Tubercle bacilli which are resistant to 
isoniazid can therefore be one important 
reason for failure of isoniazid therapy, provid- 
ing they exist in sufficient numerical quantity 
within the animal body. It is now well estab- 
lished that most naturally occurring popula- 
tions of virulent tubercle bacilli contain 
small but definite numbers of isoniazid re- 
sistant organisms. Such is the case, for ex- 
ample, in most patients who are discharging 
tubercle bacilli in their sputum, regardless 
of the fact that they have never been treated 
with isoniazid.***5 The occurrence of these 
naturally resistant variants in the sputum 
must not be confused, moreover, with the 
phenomenon of “clinical resistance” or fail- 
ure of a patient’s disease to respond to treat- 
ment. This latter situation will not be seen 
to occur, on a bacteriological basis, until 
such time as the proportion of drug resistant 
bacilli in the population is sufficiently great to 
neutralize the effect of the drug upon that 
bacterial population. 


*In the authors experience, iproniazid is more frequently 
associated with side reactions involving the nervous system, 
including convulsions (1 patient); toxic psychoses (4 pa- 
tients), severe muscular twitching and cramping (1 patient) 


in a dosage of 5 mg. per kg. of body weight per day in 32 
patients. 
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If the mutation theory for the development 
of bacterial resistance is correct, it would be 
unlikely for the offspring of a few isoniazid 
resistant variants to overrun a bacterial popu- 
lation unless conditions existed which were 
favorable for reproduction, and unless suf- 
ficient isoniazid were present in the environ- 
ment to suppress the growth of the vastly 
superior numbers of isoniazid sensitive or- 
ganisms.2® Such conditions seldom exist in 
the acute, quickly reversible types of tu- 
berculosis produced in the experimental 
animal whose disease readily responds to 
isoniazid and from whom isoniazid resistant 
organisms are seldom obtained in large num- 
bers.68 The same may be said of certain 
acute and fairly limited forms of human 
tuberculosis where the element of necrosis 
and destruction of tissue is not great.1® It is 
in the advanced forms of pulmonary tubercu- 
losis, however, where necrosis and cavity for- 
mation enhance bacterial reproduction, that 
resistant bacterial populations may be ex- 
pected to emerge during therapy, and it is the 
prevalence of this problem that constitutes 
one of the major therapeutic challenges in this 
disease.?7 

The early reports by Robitzek and Seli- 
koff18 1416 painted a glowing picture of the 
therapeutic achievements of isonicotinic acid 
derivatives in the short term treatment of 
acutely ill patients with advanced pulmonary 
tuberculosis. Their cases could not have been 
more effectively chosen to bring out the 
intrinsic ability of these drugs to allay the 
fever, dispel the toxicity and temporarily 
reverse the rapidly declining clinical course 
of the virginal isoniazid patient. But just 
as eagerly do we await detailed reports on the 
long term follow-up of these same patients, 
since the chronicity of their disease poses an 
equally impressive challenge. 

Portrayal of clinical results in pulmonary 
tuberculosis to date is necessarily incomplete. 
Large scale studies!® have indicated certain 
trends however, which merit attention: 

(1) Patients treated with 3 to 5 mg. of isoniazid 
per kilogram of body weight per day exhibit 
rather uniform initial clinical improvement 
evidenced by: 

(a) Reduction in fever, if present. 
(b) Diminution of cough and sputum 
volume. 
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(c) Improvement of appetite and gain in 

weight. 

Initial reduction in the number of 

tubercle bacilli found by smear of the 

sputum. 

(e) Some clearing of the reversible com- 
ponents of the pulmonary tuberculosis 
as seen on the roentgenogram. 

(2) When isoniazid is administered as the sole 
antimicrobial agent, increasing numbers of 
tubercle bacilli exhibiting resistance toward 
this drug have been seen to emerge from the 
sputum of patients so treated. The occurrence 
of such bacterial resistance has been correlated 
in preliminary data both with clinical relapse 
and with slowing of clinical and roentgeno- 
graphic improvement.1319 It is not clear, 
however, exactly what degrees of resistance 
change in bacterial population must take 
place before a patient’s disease is no longer 
favorably influenced by isoniazid, nor is the 
permanence of such resistance known. 


(3) Comparisons between the therapeutic efficacy 
of isoniazid and streptomycin-PAS, as applied 
to a wide variety of patients with sputum- 
positive pulmonary tuberculosis, reveal, at 
the end of three months, surprisingly few 
differences between the two regimens. Among 
the points of interest are:3 

(a) Slight superiority of isoniazid insofar 
as weight gain and absence of toxicity 
are concerned. 

(b) Negligible differences in ability to re- 
duce fever or convert sputum. 

(c) Slight superiority of streptomycin-PAS 
in producing favorable roentgenographic 
change without relapse. 

With therapy up to seven months, streptomycin- 
PAS retains its lead in roentgenographic im- 
provement and appears to have a somewhat 
greater ability to convert the sputum to a con- 
sistently negative status on culture.1 


(a 
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The ability of isoniazid to exert reasonably 
prompt and effective initial bacteriostasis is 
further emphasized by the results of Clark, 
et alii’8 in the treatment of miliary tubercu- 
losis and tuberculous meningitis. The near 
100 per cent fatality of these two diseases pro- 
vides a sharp contrast to the uniform and sus- 
tained improvement seen with isoniazid in a 
total of 25 patients, some of whom were treat- 
ed for as long as eight months. It is worthy of 
mention that the discouraging occurrences of 
meningitis during the course of treating 
miliary tuberculosis as well as the clinical 
relapses which were formerly seen when strep- 
tomycin was the sole form of therapy, have 
been conspicuously absent in the isoniazid 
cases up to the eighth month of treatment. 
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Initial improvement, to the point of ap- 
parent healing in some instances, has been ob- 
served in tuberculous laryngitis, draining si- 
nuses and fistulas, acute tuberculous lymphad- 
enitis, and in such mucous membrane le- 
sions as ulceration of the tongue and mouth, 
tuberculous enteritis, and so on.! 1% 


Experience with streptomycin and PAS, 
coupled with in vitro laboratory evidence," 
makes it logical to combine isoniazid and an- 
other antituberculous drug with the hope of 
delaying the emergence of tubercle bacilli re- 
sistant to either drug. Several such programs 
are under way but little can be said at this 
time concerning results. Preliminary data‘ 1° 
would seem to indicate at least an initial de- 
lay in the appearance of isoniazid and of 
streptomycin resistant organisms in patients 
treated with both drugs simultaneously. 


The Role in Therapy.—Within the last 
few years, antimicrobial drugs have gradually 
assumed a progressively more important role 
in the therapy of tuberculosis. At the present 
time most experts feel that antituberculous 
drugs should be administered to every patient 
with active tuberculosis.*! In its currently ac- 
cepted form such therapy means the continu- 
ous use of streptomycin one gram intramus- 
cularly two or three days of each week com- 
bined with the daily administration of 12 
grams of PAS for periods ranging from six 
to 12 months up to two years, or possibly 
longer. 

At the present state of our knowledge the 
isonicotinic acid derivatives, while they are 
unquestionably potent antituberculous drugs, 
possess no therapeutic advantages over strep- 
tomycin and PAS sufficiently great to warrant 
any immediate change in recommendations 
for treating the virgin case. 


Isoniazid is especially indicated, however, 
in patients whose organisms have developed 
high degrees of resistance to streptomycin, 
and who fail to respond to streptomycin-PAS 
therapy. In the same category is the patient 
with an uncontrollable allergy toward or in- 
tolerance for streptomycin. It is further rec- 
ommended, at least until more data have 
been acquired from current studies, that PAS 
be given with isoniazid, with the hope of 
delaying the emergence of isoniazid resistant 
tubercle bacilli in such patients. 
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The successful use of any form of anti- 
microbial therapy in the management of the 
patient with tuberculosis is dependent upon 
certain ancillary measures: 

(1) Long-term cooperation of the patient. 

(2) A rest program which is properly super- 
vised and executed. 

(3) Adequate diet. 

(4) Appropriate timing in the introduction 
of such collateral measures as collapse therapy 
and excisional surgery. 

Without the proper integration of all these 
factors, it is impossible in the large majority 
of patients to complete successful medical 
therapy and restore the patient to a useful 
place in society. 

SUMMARY 


(1) The isonicotinic acid derivatives, iso- 
niazid and iproniazid, are potent antituber- 
culous drugs. 

(2) Bacterial resistance has been seen to 
emerge in patients treated with isoniazid and 
iproniazid, and lessened therapeutic response 
as well as relapse has occurred in such pa- 
tients. The frequency and degree to which 
these phenomena may occur in patients under 
therapy are not fully known. 

(3) In an effort to preserve the antibacterial 
effects of isoniazid to the fullest extent in pa- 
tients undergoing therapy, the value of combi- 
nations of isoniazid with streptomycin and 
with PAS are being studied under controlled 
conditions in large numbers of patients. 

(4) Until the clinical and laboratory prob- 
lems linked with the use of isoniazid in com- 
bination with other drugs have been crystal- 
lized more clearly, the widespread or indis- 
criminate use of isoniazid, alone or in com- 
bination, is not justified. 

(5) At the present time streptomycin and 
PAS remain the antimicrobial drugs of choice 
in tuberculous patients. Current indications 
for using isoniazid are limited chiefly to: 

(a) Patients who have demonstrated failure 
of response to or an uncontrollable allergy 
or intolerance toward streptomycin and PAS. 

(b) Patients with tuberculous meningitis 
who are responding slowly or not at all to 
streptomycin and PAS. If the condition of the 
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patient is grave at the start of therapy, iso. 
niazid should probably be given in addition 
to streptomycin-PAS. 
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PREVENTION AND TREATMENT OF 
DEGENERATIVE COMPLICATIONS 
OF DIABETES MELLITUS* 


By W. Styron, M.D. 
Raleigh, North Carolina 


With the increased life duration of the 
diabetic and with this an enhanced liability 
to degenerative complications the study of 
groups of diabetics under continuous obser- 
vation becomes increasingly important. 

The greatest problem facing the diabetic 
today is vascular disease. In spite of the strik- 
ing number of needless deaths in diabetics, by 
far the greater percentage of diabetics die be- 
cause of disease of the heart or kidneys. Pre- 
vention of such premature vascular disease is 
the most challenging problem in the manage- 
ment of diabetics at this time. Such lesions 
are particularly distressing when they occur 
in relatively young persons who, without dia- 
betes, would be relatively healthy and free of 
vascular disease. 


The cause of these degenerative complica- 
tions in diabetics is not clear except that they 
are much more common in diabetes of long 
duration. The percentage of complication in 
diabetes of over 20 years is so great, in fact, 
that many clinicians have considered these le- 


*Read in Section on Medicine, Southern Medical Association, 
esty Sixth Annual Meeting, Miami, Florida, November 10-13, 
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sions to be inevitable. As a result of such ideas 
the futility of treatment has been expressed 
and the free diet advocated with merely 
enough insulin to prevent symptoms and avoid 
acidosis. In such treatment hyperglycemia and 
glycosuria are disregarded and the patients 
are considered to profit by more freedom and 
less neurosis. 

On the other hand the majority of physi- 
cians who deal with diabetics believe that con- 
trol of the diabetes is primary, just as return 
to normal physiologic levels is necessary in any 
disease. They recognize the need for vigorous 
treatment with restricted though adequate 
diets and insulin to maintain normoglycemia. 
They recognize also the difficulty in main- 
taining good control and the X factor that 
brings on complications early in some patients 
and late in others. Yet they believe that con- 
trol is essential for maximum health in dia- 
betes, and for retardation and prevention of 
complications. 


Recently a summary has been made of 519 
cases of diabetes which have been under ob- 
servation for a period of from one to six 
years. Despite the fact that many of these 
patients have had diabetes a great deal longer 
than they have been under my care it has 
been possible by detailed questioning and re- 
peated examinations to determine what each 
diabetic life has been. 

There are 519 cases with 241 males, 278 
females with ages ranging from five to 88 
years, onset ranging from one to 87 years, 
and with duration one to 33 years. The aver- 
age age was 52.8 years, average onset 39.7 
years, and average duration 13.2 years. Four 
hundred seventy-two patients are living and 
47 dead. These patients are divided into: 
years of duration under 10 years; 10 to 15 
years; 15 to 20 years; and over 20 years’ du- 
ration. 

Further division is made in terms of de- 
gree of control: good, fair, and poor. The 
standards of control were as follows: 

Good Control 

(1) Never in coma save at onset 

(2) Insulin begun the first few months of treatment 

(3) Urine tested daily 


(4) Diet weighed or measured carefully throughout 
the disease 
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(5) Regular examinations by a doctor at least once 
a year with normal blood sugar and urine ex- 
_aminations 

Fair Control 

(1) Never in coma save at onset 

(2) Insulin begun the first few months of treatment 

(3) Daily urine tests rarely omitted 


(4) Diet weighed or measured carefully at outset 
and periodically afterwards 


(5) Regular examinations by a doctor at least once 
a year with usually normal blood sugars and 
urine examinations 


Poor Control 
(1) Coma more than once 


(2) Insulin begun after initial delay of many months 
and omitted at times 


(3) Urine tests done irregularly 
(4) Diet not weighed or measured 
(5) Examinations rarely 
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Arteriosclerosis—Any one of the standard Clinical or 
x-ray signs. 

Retinitis—The presence of punctate hemorrhages, 
gross hemorrhages, micro-aneurysms, or exu- 
dates, or distinct vascular change from the nor- 
mal. 

Heart Disease—Determined by the standard clinical, 
x-ray, and electrocardiographic studies to in- 
clude only hypertensive, atherosclerotic, and cor- 
onary heart disease. 

Kidney Disease —The standard urine changes with or 
without clinical findings, nonprotein nitrogen 
elevation and phenolsulfonphthalein reduction. 
No case classified as Kimmelstiel-Wilson disease 
without retinitis. 


Tables 1, 2, 3 and 4 summarize the clinical 
material. There is no attempt in these four 


DIABETES MELLITUS 15 TO 20 YEARS DURATION 


Total.......384 185 Average age 54 Years 

3.3 Years Insulin dosage 0 to 74 units...... Average 38 Units 

Insulin dosage 0 to 150 units. ..... Average ......... 24 Units Per Cent 

30 Poor 29 

Poor .......... 18 Unknown ...... 5 

Unknown ...... Above 150/90.......... 53 

Above 150/90.......... 36 Below 150/90.......... 47 

TABLE | TABLE 3 
DIABETES MELLITUS 10 TO 15 YEARS DURATION DIABETES MELLITUS OVER 20 YEARS DURATION 

58  Males......... 23 Females......... 35 ‘Total......... Males......... 17 Females......... 15 

Ages 23 to Average age...... 53 Years Ages 28 Average age 55.6 Years 

Average ....... 11.8 Years Duration................ Average 23.2 Years—Longest 38 Years 

Insulin dosage 0 to 120 units..... Average ......... 38 Units Insulin dosage 0 to 92 units............... Average 
Per Cent 

Unknown ...... 6 Unknown .....- 2 

Below 150/90.......... 46 Below 150/90.......--- 62 
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tables to show the relation of control to com- 
plications. The tables do show, however, that 
the ages in the various groups are not greatly 
different, that the insulin requirement varies 
little, that good control is more common in 
the first years of diabetes, and that compli- 
cations increase with the duration of diabetes. 
In spite of the marked rise in incidence of 
complications, however, there are still 19 per 
cent with diabetes of 20 years or more du- 
ration who have no evidence of degenerative 
change by clinical, laboratory, or x-ray study. 


Tables 5, 6, 7 and 8 illustrate the incidence 
of complications versus duration and control. 


DEGREE OF CONTROL VERSUS COMPLICATION 
(DIABETES UNDER 10 YEARS DURATION) 


Age Over 40 Years Good Control Fair Control Poor Control 


Per Cent Per Cent Per Cent 
re 35 56 46 
Nephropathy ..... nies 13 22 23 
Heart disease .......... 29 42 35 
re 9 17 43 
Arteriosclerosis ......... 40 50 51 
No complication ....... 50 26 42 

128 72 43 


Age Under 40 Years Good Control Fair Control Poor Control 
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You will note that even under 10 years dura- 
tion there is a significant difference in in- 
cidence of complication favoring good con- 
trol. Especially is this true over age 40. I 
call your attention to the marked difference 
in diabetic neuropathy favoring the control 
group. Unfortunately, as the duration of dia- 
betes increases the number of patients for 
study falls. Particularly is this true of the 
group below age 40. 

I must emphasize, however, that no patient 
with 20 years of diabetes and with poor con- 
trol was free of retinitis and a significant de- 
gree of arteriosclerosis. 


DEGREE OF CONTROL VERSUS COMPLICATION 
(DIABETES 15 TO 20 YEARS DURATION) 


Age Over 40 Years Good Control Fair Control Poor Control 


Per Cent Per Cent Per Cent 
25 89 45 
Nephropathy .......... 0 45 36 
Heast disease .......... 0 61 36 
Neuropathy ........... 25 39 64 
Arteriosclerosis ......... 0 89 73 
No complication ....... 75 6 36 


Age Under 40 Years Good Control Fair Control Poor Control 


Per Cent Per Cent Per Cent Per Cent Per Cent Per Cent 
5 2 7 50 33 50 
Nephropathy ......... 5 5 0 Nephropathy ...... i 9 50 
Heart disease ....... 10 5 7 50 0 0 
Neuropathy ........... 2 9 4 0 0 0 
Arteriosclerosis ........ 2 5 4 Arteriosclerosis ......... 0 0 50 
No complication ....... 75 80 88 No complication ....... 50 67 50 

cams. 41 43 27 Total cases ......... 2 6 2 
TABLE 5 ‘TABLE 7 


DEGREE OF CONTROL VERSUS COMPLICATION 
(DIABETES 10 TO 15 YEARS DURATION) 


Age Over 40 Years Good Control Fair Control Poor Control 


Per Cent Per Cent Per Cent 

Nephropathy .......... 7 32 10 
Heart disease .......... 29 42 40 
Neuropathy ........... 21 21 40 
Arteriosclerosis ....... — 63 70 
No complication ....... 21 li 10 

14 19 10 


Age Under 40 Years Good Control Fair Control Poor Control 


DEGREE OF CONTROL VERSUS COMPLICATION 
(DIABETES 20 PLUS YEARS DURATION) 
Age Over 40 Years Good Control Fair Control Poor Control 


Per Cent Per Cent Per Cent 

Retinitis 66 73 100 
Nephropathy .. ....... 50 9 56 
Heart disease ..... ee 33 16 36 
0 18 36 
Arteriosclerosis ........ 50 ot 100 
No complication ....... 33 28 0 

6 9 


Age Under 40 Years Good Control Fair Control Poor Control 


Per Cent Per Cent Per Cent Per Cent Per Cent Per Cent 
Nephropathy .......... 0 0 0 Nephropathy .......... 0 0 100 
Heart disease .......... 0 0 0 Meart discase .....4.... 0 0 100 
Neuropathy ...... Sait 0 10 0 Neuropathy ........... 0 0 0 
Arteriosclerosis ......... 0 0 0 Arteriosclerosis ........ 0 0 100 
No complication ..... 100 80 100 No complication ....... 50 0 0 
Total cases ......... 1 10 2 2 0 3 
‘TABLE 6 TABLE 8 
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Table 9 is a summary of the two vascular 
lesions peculiar to diabetes and varying with 
its control. Only those cases of retinitis were 
included in this summary which had more 
than a rare punctate hemorrhage or micro- 
aneurysm. In other words those patients with 
moderately advanced retinitis were used, and 
all cases with Kimmelstiel-Wilson syndrome 
were used. You will note that no patient who 
was considered under good control had 
Kimmelstiel-Wilson disease and no patient 
with good control had advanced retinitis. In 
the groups of long duration the numbers are 
few but the figures are overwhelming in favor 
of good control. It is evident from the table 
also that advancing age aids and abets the de- 
velopment of vascular disease associated with 
diabetes. 


I should like to mention a woman patient, 
Case 149, who has been under my care for 
a period of five years. Diabetes began at the 
age of two with coma at onset. The duration 
is now 27 years. The patient has always had 
her diet weighed, always had the urine tested 
several times a day, has made frequent visits 
to a physician throughout her life, and has a 
four-year-old son. She has no evidence what- 
ever of degenerative complication. I have not 
seen a poorly controlled 20-year diabetic who 
began his disease under age five, free of vas- 
cular disease. 


CONCEPTS OF TREATMENT AND PREVENTION OF 
DEGENERATIVE COMPLICATIONS 


Any physician who accepts the diabetic as 
a patient assumes the trust and responsibility 
of giving that patient the advantages of all the 
factual information amassed over the years. 
Furthermore, he assumes from the outset that 
most such patients will be dependent upon 


VASCULAR LESIONS OF DIABETES VERSUS CONTROL 
Age Over 40 Years 


Duration Years 0 to 10 10 to 15 =—s-15 to 20 20 Plus 
Control G F P G FP G FP G FP 
Retinitis 00 6 03 9 015 
Nephropathy 
(K.W.) | 00 4 00 
Total cases..... 243 43 33 26 
Ages Under 40 Years 
Control G GF P GFP G F P 
Retinitis . ae 000 000 004 
Nephropathy 
010 000 000 00 2 
Total cases..... lll 13 10 5 


Retinitis more than minimal 


TABLE 9 
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him for such advice as will enable him to 
enjoy maximum health over a period of years, 
There must be first of all mutual trust and 
understanding, and mutual responsibility. 


The physician must provide himself with 
a thorough history and physical examination 
in order to treat not only the diabetes but 
any concomitant or associated disorder. Fur- 
thermore he must have at hand means of pro- 
viding the patient with diet instructions, in- 
sulin instructions, and the method of urine 
testing. Each new patient should have such 
instruction as part of the initial visit or as 
part of the first week of treatment. Together 
with this each patient should have instruction 
on what diabetes is, what the dangers are, and 
how to meet the daily problems of the dis- 
ease. By such a course of training the ma- 
jority of the questions that arise are auto- 
matically answered. As a part of such treat- 
ment, encouragement and optimism ought to 
be primary. 

(A) Diet—In most texts on dietary require- 
ment for health I believe the figures are far 
in excess of actual requirement. If one cal- 
culates the food intake of normal young 
healthy nurses and doctors of normal weight 
one is surprised to find that the average in- 
take for maintenance of weight rarely exceeds 
2,100 calories. Diabetic diets are calculated 
with such normal figures in mind. In general 
our total caloric prescription for the diabetic 
rarely exceeds 2,000 calories, almost never 
2,500 calories, and usually it is 1,600 to 1,800 
calories. The aim of course is to control dia- 
betes, to maintain normal weight, and to do 
this by giving a palatable, well proportioned, 
easily followed, and easily understood diet. 
Since diabetes is not a disease of carbohydrate 
metabolism alone, equal attention is given 
to other constituents of the diet. The carbo- 
hydrate at a minimum is 150, maximum 225, 
and dependent upon the diabetic severity and 
control. In general I have had little success 
in maintaining control in diabetics who have 
had more liberal quantities of carbohydrate. 
Protein is given for the adult in terms of 1 
gram per kg. of ideal body weight. Such 
figures will range from 60 to 100 grams, and 
most patients find this adequate. Fat is used 
to complete the caloric requirement. The 
figure for fat ranges from 70 to 110 grams and 
rarely in excess of this. With such figures it 
is possible to have a well rounded, easily ob- 
tained, palatable diet which should be fol- 
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lowed by all of us instead of the luxury diet 
that most of us allow ourselves. 

Insulin.—I believe that insulin ought to be 
used early in patients with diabetes. It is an 
error to wait until patients have demonstrated 
that it is impossible to get along without in- 
sulin. Most such patients readily see the good 
effects produced by insulin, the very little 
trouble and time consumed, and are quite 
willing to take it early. A depot insulin, pro- 
tein zinc insulin (PZI) or neutral protamine 
Hagedorn (NPH) are preferable always as a 
basic dose, though it may be necessary fre- 
quently to enhance their action with regular 
insulin. Most of our patients now take NPH 
insulin, many of whom have in addition to it 
added regular. It is rare to have a patient 
who takes insulin other than before breakfast 
but there is no hesitation in advising this if it 
is necessary for control. 

Exercise is advised of course and the best 
exercise is that which can be had daily: setting 
up exercises or simply extra walking. 


There is no disease in which proper man- 
agement requires as much of the patient and 
the physician, and there is no disease in which 
it pays greater benefits. Contrast this to the 
“free diet” advised by Tolstoi who expressed 
the opinion that there is no necessity for con- 
trolling hyperglycemia or glycosuria 
“so long as they feel good, are not hungry or thirsty, 
maintain their weight, and do not void frequently or 
much.” 

This is to say that treatment is useless and 
should be abandoned, and that all the work 
done heretofore is in fact erroneous. I believe 
that Tolstoi has only to refer to the literature 
of 30 years ago to see that patients developed 
complications readily with regimes similar to 
those he recommends, and furthermore that 
reduction in the incidence of complications 
ensued with improved treatment. Tolstoi’s 
fears of neurosis in his patients are not 
only without foundation but nothing com- 
pared to the loss of vision, development of 
nephropathy, or painful, debilitating, and in- 
capacitating neuropathy. Certainly any indi- 
cation that hyperglycemia and glycosuria are 
harmless ought to be confined to scientific as- 
semblies until it is proved that this is the 
case. It has not been proved thus far nor do 
I believe it will be. 

It is difficult to assess the rapid manner in 
which some patients develop complications 


STYRON: DIABETES MELLITUS 


1061 


and the relative immunity of other patients. 
This may be due to a fundamental biologic 
difference as yet unknown. However, it is 
easily shown with any group of patients that 
those who have maintained good control 24 
hours a day with consistency are those who 
have a lower incidence of complications. 


Of course we have used rutin, the various 
vitamins, liver extract, and supportive treat- 
ment for hypertension, heart and kidney fail- 
ure, but such measures are late, and though 
useful, are relatively futile in the long run. 


If the diabetic is to show increasing length 
of life in the future as he has in the past it 
will be because of increasing attention to the 
details of diabetic management, applications 
of increasing knowledge of diabetes, and cer- 
tainly equal detail to associated complications 
not necessarily due to the diabetes itself but 
made worse by it. 


Naunyn wrote in 1906, 


“The interest in novelty may be granted also to 
physicians, and the lack of prejudice with which we 
accept for trial all things, even the strongest and from 
the worst source, may, so far as one may believe it, 
be praised; but every physician must beware of under- 
taking such special treatments, or of recommending 
them, without ascertaining their relation to what sci- 
ence has established and teaches concerning the therapy 
of our disease. If this is not possible for him, then 
the employment of them is not permissible. The 
therapy of diabetes has been well founded by pains- 
taking labor highly fruitful in all directions; we may 
be proud of that which has been achieved and attained 
here. The physician who here frivolously abandons 
the scientific basis must, if he wishes to be deemed 
honorable, submit to the accusation of ignorance.” 


DISCUSSION (Abstract) 


Dr. R. W. Rundles, Durham, N. C.—During the last 
10 years or so practitioners interested in diabetes have 
become increasingly concerned about the degenerative 
complications that occur in this disease. As Dr. Styron 
has emphasized chronic or remote complications pro- 
duce the long, expensive illnesses and eventual fatalities 
in diabetics. 


What do the degenerative complications mean in 
(1) relationship to the disease itself, and (2) what we 
are doing about treatment. 

Dr. Styron’s findings confirm those of others that 
the frequency of complications increases (1) as the 
duration of the disease lengthens, and (2) increases in 
those in whom control is poor. 

Criteria of degrees of control are hard to define 
satisfactorily, for patients having the disease, with ups 
and downs, for many years. Our best therapeutic con- 
trol undoubtedly leaves, in many instances, much to be 
desired. Some patients who break all the rules seem 
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to get away with it for long periods of time. We need 
better measurements of the effects of chronic insulin 
deficiency, and associated metabolic derangements, to 
find out why some are fortunate, others not so. 


Vascular disease in diabetics falls into two varieties: 
(1) disease of capillaries and small veins in eyes, 
kidneys and skin, predisposing to hemorrhage; (2) 
atheromatous disease of arteries, producing occlu- 
sion. This occurs often in nondiabetics, of course, 
and its cause is of very great importance to discover. 
Obesity is one important factor, and the amount of 
total fat in the diet another. Good diabetic care will 
avoid both. 


I agree with Dr. Styron that we should use energetic 
good judgment in treating diabetes to obtain best con- 
trol possible: reduce frequency of acute complications, 
delay or reduce severity of late complications, and care 
for reversible complications. 


PROLONGED DRUG THERAPY IN 
PEPTIC ULCER* 
I. AN EVALUATION OF BANTHINE® AS AN ADJUNCT 
TO CONVENTIONAL ULCER THERAPY 


By E. C. Texter, Jr., M.D. 
C. W. JR., M.D. 
Jucian M. Rurrin, M.D. 
Durham, North Carolina 
J. S. Atwater, M. D. 
Atlanta, Georgia 
Davin Cayer, M.D. 
Winston-Salem, North Carolina 
F. D. CHEeney, M.D. 
Dublin, Georgia 
R. A. Jackson, M.D. 
Fayetteville, North Carolina 


B. G. Oren, M.D. 
Miami, Florida 
and 
J. M. Rumsatt, M.D. 
Coral Gables, Florida 


The evaluation of a drug or procedure in 
the treatment of a chronic disease whose 


*Read in Section on Gastroenterology, Southern Medical 
Association, Forty-Sixth Annual Meeting, Miami, Florida, 
November 10-13, 1952. 


*From the Departments of Medicine, Duke University School 
of Medicine, Durham, North Carolina, Emory University School 
of Medicine, Atlanta, Georgia, and Bowman Gray School of 
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and Coral Gables, Florida; and Veterans Administration Re- 
gional Offices, Atlanta, Georgia, Winston-Salem, North Caro- 
lina, and Miami, Florida. 

*This study was supported in part by a grant from The 
G. D. Searle & Company, Chicago, Illinois. 
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course is characterized by unpredictable re- 
missions and exacerbations is always difficult. 
This is especially true in peptic ulcer. Too 
often the investigator will administer a drug 
and attribute the improvement observed in 
the patient to the drug itself, rather than to 
a coincidental spontaneous remission. Like- 
wise, the effect of psychotherapy often is ig- 
nored. The mere fact that the patient places 
himself in the hands of a physician in whom 
he has great confidence frequently is sufficient 
in itself to induce a remission. Obviously, 
the improvement observed under such cir- 
cumstances could hardly be attributed to a 
particular drug or procedure. The long list 
of therapeutic agents which have been advo- 
cated enthusiastically in the treatment of 
ulcer, only to be discarded later, is ample evi- 
dence of the lack of critical judgment on the 
part of the investigator. Failure to employ 
adequate controls probably is responsible for 
many of the erroneous conclusions which have 
been drawn in the past. 


Methantheline bromide (banthine®), has 
been used widely in the treatment of ulcer. In 
the original clinical study it was reported 
that banthine® relieved ulcer pain and was 
definitely of value in the management of 
peptic ulcer.! Controlled studies were not em- 
ployed and the follow-up period was too short 
to justify any conclusions as to the effect of 
the drug upon the eventual course of the dis- 
ease. Other observers have reported good 
initial results, ?-* but the following questions 
remain unanswered: Does the ulcer-bearing 
patient who is taking banthine® daily in 
recommended doses fare materially better 
over a long period than those who are not 
taking the drug? Does he have fewer or less 
severe recurrences? Are complications less 
frequent? Can surgery be avoided? In an 
effort to answer these questions the following 
long-range study was undertaken. 


METHOD 


This study was conducted concurrently in 
seven centers, namely: Durham, Winston- 
Salem and Fayetteville, North Carolina; At- 
lanta and Dublin, Georgia; and Miami and 
Coral Gables, Florida. The responsible in- 
vestigator in each of the various centers is 
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shown in Table 1.* The method of selection 
of patients was the same in each locality. 
Every patient had a chronic duodenal ulcer 
with an established pattern of recurrences, 
and gave a history of activity within the pre- 
ceding six months. The presence of an ulcer 
was confirmed by x-ray in every case. Pa- 
tients with pyloric obstruction were excluded. 
The duration, frequency and severity of the 
ulcer symptoms were ascertained, and on the 
basis of these data the patients were divided 
into three groups: mild, moderate and severe. 
A bland diet with six feedings per day and 
antacids were prescribed for all patients. In 
order that the identity of the drug adminis- 
tered might be unknown to both patient and 
physician, tablets identical in appearance 
were prepared. One of these tablets contained 
50 mg. of banthine® bromide and the other 
0.2 mg. of atropine sulfate.t In each center 
the patients were given a serial number in 
order of appearance. The odd-numbered pa- 
tients were given two tablets of drug A four 
times a day and the even-numbered patients 
received two tablets of drug B four times a 
day. A daily record of the number of tablets 
taken, the presence or absence of ulcer dis- 
tress, the appearance of side effects or any 
other symptoms were kept on cards printed 
for this purpose. The patients were followed 
at approximately monthly intervals and x-rays 
were taken whenever indicated. The final 


*We wish to express our appreciation to the Veterans Ad- 
ministration and to the staffs of the various hospitals and 
regional offices for their assistance in this project. 


+The drugs employed in this study were furnished through 


the courtesy of Dr. I. C. Winter and Dr. J. W. Crosson of 
The G. D. Searle & Company. 
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evaluation was based upon the data recorded 
on the symptom cards and the clinical impres- 
sion of the investigator at each follow-up visit. 
Each patient was classified according to his 
clinical status while taking the drug as com- 
pared to his condition before beginning the 
study. Six categories were employed and de- 
fined as follows: 

(1) Symptom-free, those patients who had no ulcer 
distress throughout the period of observation. 
(2) Markedly improved, those patients who were 
symptom-free for the major portion of the ob- 
servation period. 

(3 


— 


Moderately improved, those patients who were 
distinctly better in spite of periodic recurrences. 
Slightly improved, those patients who felt that 
they were somewhat better but continued to 
have their usual recurrences. 


(4 


Unchanged, those patients whose clinical course 
was unchanged during the period of observa- 
tion. 


(6) Worse, those patients whose clinical status be- 
came progressively worse, who developed com- 
plications, or who required surgery. 

Every patient also was evaluated in regard 
to his recurrences. A recurrence was defined 
arbitrarily as (1) the recognition on the part 
of the patient of his usual ulcer distress last- 
ing for a minimum of five consecutive days, 
(2) the development of hemorrhage or per- 
foration, or (3) definite x-ray evidence of 
ulcer activity. On the basis of frequency and 
severity of recurrences each patient was clas- 
sified into one of three categories as follows: 

(1) No recurrences. 

(2) Fewer or milder, those patients whose recur- 
rences were less frequent or less severe during 
the period of observation than prior to begin- 
ning treatment. 


RESPONSIBLE INVESTIGATORS 


Investigator 


John S. Atwater, M.D. 


Position 


Associate in Medicine 


Location 


Atlanta, Georgia 


Emory University School of Medicine 


David Cayer, M.D. 


Associate Professor of Medicine 


Winston-Salem, North Carolina 


Bowman Gray School of Medicine 


Frederick D. Cheney, M.D. 


Chief of Medical Service 


Dublin, Georgia 


Veterans Administration Hospital 


Roger A. Jackson, M.D. 


Chief of Medical Service 


Fayetteville, North Carolina 


Veterans Administration Hospital 


Benjamin G. Oren, M.D. 


Attending Physician, Gastroenterology 


Miami, Florida 


Jackson Memorial Hospital 


Consultant in Gastroenterology 
Veterans Administration Regional Office 


John M. Rumball, M.D. 


Chief of Medical Service 


Coral Gables, Florida 


Veterans Administration Hospital 


Julian M. Ruffin, M.D. Professor of Medicine 


Durham, North Carolina 


Duke University School of Medicine 


TABLE | 
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(3) Same or more, those patients whose recurrences 
were either of the same or of greater frequency 
or severity than was noted prior to beginning 
treatment. 

Two hundred and nintey-two patients were 
started on either banthine® or atropine, in the 
following localities: Atlanta 71, Winston- 
Salem 49, Dublin 26, Fayetteville 31, Miami 
46, Coral Gables 9, and Durham 60. The Fay- 
etteville, Dublin and Coral Gables groups con- 
sisted of male veterans, the Winston-Salem, 
Atlanta and Miami groups were made up of 
both veterans and non-veterans and the Dur- 
ham patients were non-veterans. The age of 
the patients, duration of symptoms, clinical 
severity and frequency of recurrences prior to 
study were similar in both the atropine and 
banthine® groups. . 

Satisfactory data were obtained on 250 pa- 
tients. Two hundred forty of these were fol- 
lowed for six months or longer, and 10 pa- 
tients who were classified as failures before 
the minimum six-months follow-up period had 
elapsed also were included in the series. The 
remaining patients were not included because 
of inadequate follow-up. Eleven of these dis- 
continued the drug due to side effects. The 
mean period of observation was 13 months, 
with a range of six to 24 months. Of the 250 
patients included in this report, 131 took 
drug A (banthine®) and 119 drug B (atro- 
pine). The number of patients in each group 
as classified according to the clinical severity 
prior to beginning the study was as follows: 
mild, banthine® 20, atropine 20; moderate, 
banthine® 79, atropine 77; severe, banthine® 
$2, atropine 22. 

RESULTS 


Clinical Evaluation—Each patient was 
classified at the conclusion of the study into 


FINAL RESULTS 


Good to Excellent Banthine® Atropine 
Results Number Per Cent Number Per Cent 
Symptom-free ...... 25 19.1 12 10.1 
Markedly improved.. 37 28.2 25 21.0 
Moderately improved 37 28.2 31 26.1 

99 755 68 57.2 

Fair to Poor Results 
Slightly improved... 7 5.4 12 10.1 
Unchanged ........ 22 16.8 16 13.4 
, eee 3 2.3 23 19.3 

32 24.5 51 42.8 
2 
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one of the six categories mentioned in 
Table 2. The symptom-free, the markedly 
improved, and moderately improved groups 
were considered to be good to excellent re- 
sults. The slightly improved, the unchanged, 
and the worse groups were considered to be 
fair to poor results (Fig. 1). Those patients 
receiving banthine® fared better as a group 
than those receiving atropine. In the ban- 
thine® group 75.5 per cent of the patients had 
good to excellent results as compared with 
57.2 per cent of those treated with atropine. 
Fair to poor results were observed in 24.5 per 
cent of the banthine® treated patients as com- 
pared to 42.8 per cent of the atropine group. 
The difference in the symptomatic response 
between the banthine® and atropine treated 
groups was statistically significant (Table 2). 

When the final results were compared in 
the mild, moderate, and severe ulcer patients 
it was observed that the mild ulcer patients 
responded much better to banthine® than w 
atropine, the moderate ulcer patients re- 
sponded somewhat better to banthine® than 
to atropine, and in the severe cases there was 
essentially no difference in the response to 
the two drugs (Fig. 2). 


Recurrences Under Treatment.—In the 
banthine® group 24.5 per cent had no recur- 
rences as compared with 10.1 per cent in the 
atropine group (Fig. 3). The number of pa- 
tients having fewer or milder recurrences was 
essentially the same in both groups (51.9 and 
50.4 per cent). In the banthine® group 23.6 
per cent of the patients was observed to have 
had either the same or more recurrences as 
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compared with 39.5 per cent of the atropine 
group. This difference between the frequen- 
cy and severity of recurrences in the ban- 
thine® and atropine groups was statistically 
significant. When the recurrences under 
treatment were compared in the mild, mod- 
erate and severe ulcer patients, it was evident 
that the mild patients responded much better 
to banthine® than to atropine, the moderate 
ulcer cases responded slightly better to ban- 
thine® than to atropine, and in severe cases 
there was little difference in the response to 
the two drugs (Fig. 4). 
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Throughout the study the roentgenological 
findings usually were consistent with the clin- 
ical impression of activity of the ulcer. New 
ulcer craters occasionally developed in both 
the banthine® and atropine treated groups 
but no effort was made to determine the heal- 
ing time of the ulcer crater. 


Complications Under Treatment. — The 
complications under treatment and the num- 
ber of patients requiring surgery are shown in 
Figure 5. Eight patients in the banthine® 
group and five in the atropine group had 
hematemesis or melena. The bleeding, clot- 
ting and prothrombin times were not altered 
during the course of banthine® therapy. Per- 
foration occurred in one patient while taking 
banthine® and in four patients in the atro- 
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pine group. Four patients in both groups de- 
veloped progressive pyloric stenosis requiring 
surgery. The total number of complications 
was equal for the two groups. The clinical 
data and operative findings in the group of 20 
patients who came to surgery are shown in 
Table 3. Twelve (10.1 per cent) of these pa- 
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tients were taking atropine and eight (6.1 per 
cent) banthine.® This difference is not sta- 
tistically significant. 

Side Effects—Side effects were common 
with both banthine® and atropine but more 
severe in the banthine® treated group. Nine 
patients discontinued banthine® because of 
side effects and four patients discontinued 
atropine for the same reason (Fig. 6). 


DISCUSSION 


Banthine® was initially employed in the 
treatment of ulcer by Grimson and co-work- 
ers.1 One hundred patients, 55 of whom were 
reported to have indications for surgery, were 
followed for several months on full doses of 
banthine.® It was concluded that banthine® 
was so effective as the sole treatment of duo- 
denal ulcer that “by its use most patients hav- 
ing serious disability from ulcer can avoid 
surgical operation.” Johnson* reported heal- 
ing 143 of 145 ulcer patients and said that the 
“continuous use of banthine® prevents the 
recurrence of the ulcer and precludes the 
eventual need for surgery.” No _ controls 
were employed in either study. It is hardly 


OPERATIVE CASES 


Banthine® Group (131) 


Case No. Initial Degree of Severity 


Indications for Surgery 


Operative Findings 


1 Severe Intractable pain Walled-off perforation 

2 Moderate Pyloric obstruction Active channel ulcer 

3 Severe Pyloric obstruction, repeated hemorrhages Walled-off perforation 

4 Severe Perforation Perforation 

5 Moderate Pyloric obstruction Active ulcer with marked scarring 
6 Severe Intractable pain Active ulcer with marked scarring 
7 Mild Perforation Perforation 

a Severe Intractable pain, repeated hemorrhage Active ulcer 


Atropine Group (119) 


1 Severe Intractable pain 

2 Moderate Intractable pain 

5 Severe Repeated hemorrhage 

4 Moderate Perforation, pyloric obstruction 

5 Mild Perforation 

6 Moderate Intractable pain 

7 Moderate Multiple hemorrhages 

x Moderate Intractable pain 

9 Moderate Pyloric obstruction 
10 Moderate Pyloric obstruction 
1 Severe Perforation, intractable pain, repeated 

hemorrhage 

12 Severe Intractable pain, repeated hemorrhage 


Walled-off perforation 

Active channel ulcer 

Multiple active duodenal ulcers 
Perforation, active ulcer with marked scarring 
Perforation 

Active duodenal ulcer 

Active ulcer 

Walled-off perforation 

Pyloric obstruction 

Walled-off perforation 
Perforation, active ulcer 


Active ulcer 
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necessary to point out that lack of controls, 
insufficient follow-up period, and inadequate 
data on recurrences in the above-mentioned 
and in other similar reports render such 
studies of questionable value. 

Numerous articles have appeared on the 
usefulness of banthine® in the treatment of 
ulcer. With the exception of two recent re- 
ports,* ® however, there have been few care- 
fully controlled studies of its effect upon the 
clinical course of the disease. As a result the 
role of banthine® in the management of ulcer 
remains controversial. 


The data presented in this report indicate 
that ulcer patients fared significantly bettér 
symptomatically on conventional therapy sup- 
plemented with banthine® than they did on 
similar therapy supplemented with atropine 
in the dosage used. The beneficial effect of 
banthine® was inversely proportional to the 
estimated degree of severity of the ulcer. The 
mild cases did extremely well under ban- 
thine® while the severe ones had only fair 
results. However, it should be noted that the 
majority of the 250 patients improved while 
under observation as compared with their 
status before beginning the study regardless 
of which drug they were taking. It is impos- 
sible to determine to what degree diet, close 
supervision, or other factors contributed to 
this improvement, but it is likely that they 
all played a role. 


Likewise, significantly fewer patients had 
recurrences under banthine® than under atro- 
pine therapy although the recurrence rate was 
high in both groups. Again, the recurrence 
rate could be correlated with the estimated 
clinical severity prior to beginning treatment. 
It is probable that this high recurrence rate 
as compared with rates previously reported 
(9-8.8 per cent)!°16 was due to two reasons: 
first, the nature of the patients studied, 
and secondly, the method of conducting the 
study. Each patient had a well established 
pattern of recurrences prior to beginning the 
study. Furthermore, the daily recording of 
ulcer distress afforded a more accurate ap- 
praisal of the frequency of ulcer symptoms. 


On the contrary, there was no significant 
difference in the frequency of complications 
or in the number of patients requiring sur- 
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gery in the banthine® and atropine treated 
groups. 

Thus it is evident that the majority of ulcer 
patients are improved symptomatically while 
taking banthine.® However, this improve- 
ment is not necessarily indicative of healing 
of the ulcer. Furthermore, the persistence 
of ulcer craters and the failure to decrease the 
incidence of hemorrhage, perforation, or the 
necessity for surgery suggest that banthine® 
does not alter the eventual course of the dis- 
ease. It would appear that the greatest bene- 
fit is achieved when banthine® is used as an 
adjunct to conventional ulcer therapy in the 
acute episode. It does not supplant basic 
medical management. 


SUMMARY 


To answer the questions raised in the be- 
ginning of this paper: 

(1) The ulcer patient fares materially bet- 
ter on conventional therapy supplemented by 
banthine® than on the same therapy with 
atropine. 

(2) He will have significantly fewer or less 
severe recurrences. 

(3) Complications cannot necessarily be 
prevented. 

(4) The need for surgery cannot necessarily 
be avoided. 

CONCLUSIONS 


(1) Banthine® produces symptomatic im- 
provement in most patients with duodenal 
ulcer. 


(2) This improvement is inversely propor- 
tional to the clinical severity of the ulcer. 


(3) The eventual course of peptic ulcer 
does not appear to be altered by the admin- 
istration of banthine.® 


(4) Banthine® should be used as an ad- 
junct to conventional therapy, never as a 
substitute. 
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DISCUSSION (Abstract) 


Dr. Julian M. Ruffin, Durham, N. C.—AII of us are 
thoroughly familiar with the erratic and unpredictable 
course of peptic ulcer. To draw the conclusion that 
the improvement observed in a patient following the 
administration of a drug is necessarily due to the drug 
itself is unjustified. We believe that the best way 
to determine the effect of banthine,® or of similar 
drugs upon peptic ulcer is to set up a controlled study 
in which two groups of patients are treated identically, 
the only variable being that one group receives the 
drug under consideration and the other a placebo. It 
is my feeling this type of study furnishes reliable data 
from which valid conclusions can be drawn as to the 
effect of this or that drug of procedure upon the course 
of the disease. 

Now, to analyze the data which Dr. Texter has pre- 
sented, there is no question that the banthine® treated 
group fared materially better than the atropine treated 
group. They had fewer recurrences and these were 
less severe. However, it should be noted that compli- 
cations occurred in exactly the same ration in the 
two groups, and that the need for surgery was like- 
wise the same. Furthermore, in severe cases, ban- 
thine® had little effect. 


The question then arises, what shall we advise our 
patients in regard to taking banthine® or similar drugs 
over a long period of time? There are certain factors 
which should be considered before answering this ques- 
tion. First, there is some evidence that patients de- 
velop a tolerance to banthine® with a result that the 
drug becomes less effective as time goes on. Second, 
there are a number of side effects which, in some 
cases, preclude its use, and third, one cannot over- 
look the economic factor, which is considerable. 


Furthermore, most patients with uncomplicated ul- 
cer respond nicely to bed rest and frequent feedings, 
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and require no medication. It is my custom, however, 
to give both antacids and belladonna which are 
relatively inexpensive. In patients with more severe 
ulcer, not responding to the regimen as outlined 
above, I feel very strongly that banthine® or a similar 
drug should be used orally, if effective, in relievi 
ulcer pain; otherwise intramuscularly. Although the 
data presented in this study indicate that ulcer patients 
fare materially better when, taking the drug over long 
periods of time, I do not believe that the course of 
the disease is significantly altered by its use. Because 
of the factors mentioned above, I question the wis- 
dom of using the drug during the quiescent phases of 
the disease. 


Dr. John M. Rumball, Coral Gables, Fla.—Probably 
I should say nothing after Dr. Ruffin has very aptly 
summarized the feeling of those of us who worked 
with this problem during the last two years. 


However, I might remind you that about 15 years 
ago Dr. David Sandweiss of Detroit produced a monu- 
mental contribution to the study of peptic ulcer. He 
showed that injections of sterile water in many in- 
stances brought about relief in certain phases of 
chronic peptic ulcer. Of course, there is no sound 
physiological basis for distilled water, histidine or 
most parenteral medications. 

On the other hand, banthine® has some physiologi- 
cal basis in its ability to diminish motility and in 
some instances to lower the gastric acidity, if only very 
slightly. It is most difficult to evaluate results of 
therapy or, if you will, the effects of any one medical 
regime in the management of patients with duodenal 
ulcer. The method of study presented today is the 
best one that could be found to accumulate a sizable 
group in a short period of time. 

The use of the controlled tablet was well done. 
The data that resulted from this study appear to me 
to show: (1) that banthine® or atropine are helpful in 
the management of the uncomplicated peptic ulcer; 
(2) that banthine® is more helpful in the mild cases; 
(3) that individual evaluation of each patient might 
reveal emotional or psychic influences that cloud re- 
sults of this study. 

It so happened that I followed nine of the 250 pa- 
tients. Three of these patients had marital difficul- 
ties. One patient had just divorced his wife prior to 
admission to the hospital for treatment. The second 
one obtained his divorce while in the hospital. Both 
patients began having less distress and began feeling 
well as soon as they were relieved of their unpleasant 
situation. 

The third patient’s wife was an alcoholic. During a 
particularly trying time when she was uncontrollable 
he began having symptoms of a penetrating duodenal 
ulcer. While on the banthine® B, or as we now know 
it, atropine, his wife finally got sobered up and he 
perforated. Since then his wife has moved to an- 
other state and he no longer has the responsibility of 
looking out for her or protecting the children from 
her. They have agreed upon a separation. He has 
had no more distress and feels fine. 


There are but three of the 250 patients. If we 
could analyze all of these patients in this light we 
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might get a different set of figures. Banthine® in it- 
self is not the answer to our prayers in the manage- 
ment of peptic ulcer. 

It seems to me that there will be less frustration 
among physicians dealing with this problem if we 
accept the fact that peptic ulcer is the result of stress 
in a susceptible individual. Therefore, the best treat- 
ment lies in education of the patient to this fact, aid- 
ing him in adjusting to the stressors or in changing 
his mode of living if this seems feasible. Banthine® 
and atropine as well as many other agents aid us in 
the management of the distress caused by peptic ulcer, 
and in the healing of the ulceration. 

One hundred twenty years ago, to be exact in 1830, 
J. Abercrombie wrote in one of his famous treatises 
something which has been quoted many times: “In a 
practical point of view the treatment of peptic ulcera- 
tions is perhaps more encumbered with uncertainty 
than almost any other department of medical practice; 
for the diseases are so much under the influence of 
moral and other adventitious causes that the action of 
remedies is aided, modified or counteracted in a man- 
ner which entirely eludes our observation and is often 
altogether beyond our control.” 


URINARY DISTURBANCES OF GENITAL 
ORIGIN IN WOMEN* 


By L. F. Ropricuez Mo.ina, M.D.+ 
Havana, Cuba 


The influence of genital disease upon the 
urinary tract in women has interested us for 
a long time. The common embryologic origin 
of many of their parts and their intimate 
anatomical relations closely relate their ab- 
normalities. 


This type of sickness lies within the some- 
what uncertain boundaries of urology and 
gynecology, and if it is true that the gynecol- 
ogist has to treat these conditions on many 
occasions, it is none the less true that the 
urologist has to diagnose them, because the 
urinary apparatus gives the cry of protest 
against the continued aggression of the genital 
apparatus and, therefore, it is the urologist to 
whom the patients go in search of relief from 
their complaints. 

Uterine Displacement.—One of the prob- 
lems that most frequently confronts us, is that 
of disturbance of the emission of urine by 


*Read in Section on Urology, Southern Medical Association, 
Fouey-Sixth Annual Meeting, Miami, Florida, November 10-13, 
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uterine displacement. In fact, to such an 
extent, is this true that we, in our Department 
of the Calixto Garcia Hospital of Havana, 
Cuba, have, in our book of statistics, dedi- 
cated a chapter to dysuria due to uterine dis- 
placement. 


Nothing has been so widely discussed up 
until this moment, as the true position and 
the normal direction of the uterus in the 
pelvic cavity. Many controversies have been 
stirred up about this matter in all ages; much 
has been discussed; many opinions have been 
expressed; but we still have not arrived at a 
definite conclusion. This depends upon the 
great movability of the body of the uterus. 
While the neck remains fixed by the sacro- 
uterine ligaments and by its connections with 
the vagina and with the bladder, the body has 
certain wide ligaments that act as elements of 
suspension, and when these have been sub- 
jected to violent tensions by pregnancy, they 
are unable to prevent the organ from inclining 
to the front or reclining backwards, and the 
round ligaments that are always incompletely 
tense, enjoy a great extensibility, and there- 
fore are unable to prevent the body of the 
uterus from inclining to the front or to the 
back. Moreover, there are other factors that 
can influence the position of the uterus, such 
as excessive fullness of the bladder, inclining 
the uterus towards the back, or excessive full- 
ness of the rectum inclining it towards the 
front, the intestines full of fecal material oc- 
cupying the rectovaginal and vesicouterine 
cul-de-sac. Testut (a famous professor) pre- 
sented the case of a virgin, twenty-four years 
old, on whose frozen body in a vertical posi- 
tion he made a mid-longitudinal cut and was 
able to see that the small intestine full of 
fecal material occupied the vesicouterine cul- 
de-sac and the uterus was strongly inclined 
towards the back against the rectum. This 
body was placed in a tank of alcohol and the 
following day, the intestines were empty, 
floating on the surface of the liquid and the 
uterus strongly inclined towards the front. 
By all this, we have arrived at the conclusion 
that the uterus has an unstable equilibrium. 


Uterine Retroversion.—One of the uterine 
displacements that we most frequently find, 
and that produces the most disturbances, is 
retroversion. In this case the uterine neck 
makes a protrusion in the inferior wall of 
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the bladder, the trigone instead of being con- 
cave is convex, resembling an intravesical 
prostatic lobe and on the sides there are two 
deep depressions. Behind this protrusion there 
is a vesical bas-fond. When one uses the cysto- 
scope it is necessary to lower the ocular end of 
the instrument, in order to pass this protrusion, 
as it happens in adenoma of the prostate. At 
cystoscopy, the muscular coat of the bladder 
appears hypertrophied due to the effort that 
this organ has to make to expel urine. The 
ureteral meatus is situated on the sides of this 
intravesical protrusion. The bladder is rep- 
resented by a mounted closed sac, as if on 
horseback above the uterine neck. And here 
is an important point: once the cystoscope is 
introduced, if we lower the ocular end of the 
instrument in order to empty completely the 
bladder (as it would be the natural thing to 
do) the urine, therein retained, will not come 
out, because the cystoscope cannot reach the 
level of the liquid, but if we raise it we can 
empty the bladder completely. For this rea- 
son, on some occasions, when we observe this 
group of symptoms, before we make a vaginal 
examination, we can say that it has to do with 
uterine retroversion. 

The majority of these cases are due to old 
lacerations of the perineum, and they are ac- 
companied by cystocele and rectocele. An- 
other problem that generally accompanies 
these conditions is the caruncle of the urethral 
meatus that causes so much worry and bother 
to these patients, because of its tendency to 
bleeding and pain. These caruncles are, to our 
understanding, true ectropions of the urethral 
mucosa that have their origin in the perma- 
nent congestion of the urethral mucous mem- 
brane, due to difficulty in the venous and the 
lymphatic circulation. This explains the fail- 
ure of treatments that do not correct the 
cause. We always see these caruncles in older 
or middle-aged women, but never as the only 
symptom. Instead they form part of a syn- 
drome of more or less intense genitourinary 
alterations. 


These displacements are accompanied by a 
group of symptoms that are interesting to 
know. The patients suffer from pollakiuria, 
but in this case contrary to what happens in 
the prostatics, where the pollakiuria affects 
the patient during the night, here it affects 
them during the day. There is incomplete 
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retention, more pronounced during the day, 
because the standing position makes a more 
marked fall of the uterus and during the 
night in the lying down position, the uterus 
recovers in part its normal or almost normal 
position. This incomplete retention makes 
the urine alkaline and it becomes infected, 
principally by E. coli. These sick women gen- 
erally suffer from intestinal stasis and consti- 
pation, finally suffering from cystitis with in- 
tense pollakiuria, causing them to go to the 
urologist in search of a diagnosis and treat- 
ment that will relieve them, in the belief that 
they have cancer of the bladder. Moreover 
they have a sensation of heaviness or weight 
in the rectum, caused by the pressure exer- 
cised by the fundus of the uterus. 


We cannot forget that we are in the era of 
the fear of cancer. 


Some of these women suffer until they 
reach a pitiful state. They cannot leave 
their houses, much less go to the theatre 
or to the movies, because of their constant 
need to go to the bathroom. 


A short time ago, we treated a woman whom we 
had seen before and who at that time was suffering 
from renal ptosis with pyelonephritis. This time she 
was sent to us by her doctor to determine whether or 
not she had a new growth as she feared. The lady 
suffered from cystitis and pollakiuria which made her 
go to the bathroom every half hour, day and night, 
and with such intense pain that in order for her to get 
a little rest, it was necessary to inject sedatives includ- 
ing morphine. 

When we examined her we found that the woman’s 
urine was very alkaline and frankly purulent (3,649 
leukocytes per cu. mm.). There was laceration of the 
perineum with cystocele and rectocele. 


When we examined her with the cystoscope, we did 
not find a new growth, but we did find a vesical 
mucosa very congested and thickened, and the bladder 
possessed all of the characteristics that pointed to- 
wards a case of uterine retroversion. The right kidney 
was in a very pronounced stage of ptosis and it hurt 
very much when pressure was applied. Due to certain 
difficulties in the patient’s own condition, we were 
unable previously to examine the urine obtained by 
catheter and the radiographs of the urinary tract. 


Our diagnosis was, “Probable infected hydroneph- 
rosis of the right kidney. Its urine when it reaches the 
bladder and stays there in a state of incomplete re- 
tention, produces painful cystitis and intense pollaki- 
uria.” Already her doctor had treated her with peni- 
cillin without results. 


We advised acidification of the urine, vesical instilla- 
tions of 5 per cent argyrol® and, in agreement with 
her physician, we injected streptomycin. 
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After she received 10 grams of streptomycin the 
whole picture changed. The pains disappeared as well 
as all the symptoms that had been present. The re- 
sults of the examination of the urine obtained by 
catheter follow: leukocytes 5 per cu. mm.; red blood 
cells none; flat epithelium; mucus scarceness. The 
bacteriological culture was returned sterile after 100 
hours of observation. We lack only the making of 
complementary investigations of her kidneys, and so on. 

These women with uterine retroversion 
suffer also, in some cases, from a certain in- 
continence of the urine that manifests itself 
when they are in a standing position, when 
they laugh, or when they make some effort. 
This is a false incontinence. We have al- 
ready said that they do not empty their 
bladders completely, but always conserve resi- 
due; shortly after they void, the bladder fills 
up, and is always more or less full. On some 
occasions we have advised these patients, in 
order to empty their bladder completely, to 
put themselves in a genupectoral position. 


Uterine Retroflexion.—In cases of uterine 
retroflexion we have more or less the same 
symptoms as in uterine retroversion. These 
displacements are not only present in women 
who have given birth, we have also seen them 
in nulliparous women of advanced age, prob- 
ably due to the fact that the means of sus- 
pension of the uterus have lost a part of their 
efficiency. 

Uterine Anteversion.—A_ condition we 
sometimes find in the unmarried or nullip- 
arous women is the pressure that the uterus 
makes upon the posterior wall of the bladder. 
To cystoscopy, the protuberance is not seen in 
the trigone or in the lateral walls. It is be- 
hind, and we see it from the front. The pa- 
tient also suffers from pollakiuria of the day 
and night varieties that becomes even more 
exasperating during the menstrual periods. 
Naturally all this picture disappears with 
gestation and childbirth. The round liga- 
ments lengthen and the uterus takes an ap- 
propriate position. 

Uterine Fibroma.—The uterine fibroma 
pressing the bladder produces deformities in 
its contour, as seen by cystoscopy, giving this 
organ the aspect of a halfmoon. There may 
be two zones on x-ray, one inferior, more 
dense, in the form of a triangle, where there is 
less opaque substance due to the compression 
of the fibroma. 
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Tumors of the Pelvic Cavity.—Exercise 
compression upon the walls of the bladder 
giving this organ the most capricious forms, 
as can be seen by cystography, represents to 
us the extrinsic compression of the bladder 
by a tumor of the pelvic cavity. These de- 
formities are shown by cystography, practiced 
avowedly, or as result of descending urog- 
raphy when the bladder fills up with an 
opaque substance secreted by the kidneys. 


These compressions are accompanied by 
certain urinary symptoms, such as: pollakiuria, 
more or less marked incontinence, and reten- 
tion in a major or minor grade. In some cases 
we have seen complete retention of bladder 
urine by this cause. On one occasion there 
was brought to us a young unmarried girl 
with complete retention. It was not possible 
for us to pass a soft rubber catheter and we 
had to make use of an elbow-shaped catheter 
used for prostatics. Once the bladder was 
empty we were able to feel by rectal examina- 
tion that the trouble was a uterine fibroma 
that compressed the urethra against the pubis. 


The Superior Urinary Tract.—The superior 
urinary tract also frequently suffers from dis- 
orders dependent upon the genital apparatus 
of women. We must remember that the ureter 
in its pelvic portion in women descends paral- 
lel to the internal iliac artery, passing behind 
the ovary and the tube, after which it crosses 
diagonally the cellular tissue of the base of the 
wide ligament, in order to put itself in con- 
tact with the uterine artery at 15 or 20 mm. 
from the uterine neck, where it separates from 
it, following a course downwards, towards and 
inward to empty in the bladder. 


The uterine displacements, the prolapse, 
and so on, can alter the normal trajectory of 
the ureter and thus make the normal course 
of the urine more difficult. The growth of 
uterine fibroma that takes place in an irregu- 
lar manner and makes a protrusion upon the 
side of the bladder can make pressure upon 
the ureter of that side, causing distension of 
the ureter with septic urine and hydroneph- 
rosis. 

The inflammations and suppurations of the 
broad ligament affect the pelvic ureter pro- 
ducing ureteritis with consequent tightness or 
paralysis in its peristalsis and as a consequence 
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pyelonephritis, hydronephrosis or the disten- 
sion of the ureter with a septic urine. 

The tumors of the broad ligament, of what- 
ever nature they may be, can cause displace- 
ments and compressions of the ureter. The 
tumors of the ovary, malignant or benign, can 
produce displacement, compression, and bend- 
ing of the ureter, with their natural conse- 
quences. 


Diseases of the Uterine Neck.—Cervicitis 
frequently, by proximity, causes alterations of 
the walls of the inferior extremities of the 
ureter, producing pyelonephritis. We have 
published a case of this nature. Epitheliomas 
of the uterine neck, by this same mechanism, 
are often complicated with inflammation and 
narrowness of the inferior extremities of the 
ureter, giving rise to pyelonephritis and dila- 
tation of the superior urinary tract. 

I do not wish to forget to mention the 
cicatricial narrowings and lesions of the pelvic 
ureter as a consequence of the best performed 
operations done by the experienced hands of 
the most competent surgeons. For this rea- 
son we recommend, that specially in total hys- 
terectomy cases, if one has not been able pre- 
viously to catheterize the ureters, considering 
the intimate relation of the pelvic ureter with 
the uterine artery, we should visualize first 
the ureter before clamping the artery, and if 
this is not possible, we should not try to ascer- 
tain where the ureter is situated, but instead 
where it is not situated. 

The deep therapy treatments of the uterus 
and the applications of radium upon the 
uterine neck are not always harmless to the 
urinary tract. We have, now, the case of a 
woman to whom was given deep therapy to 
the uterus, and radium applied to the uterine 
neck, who now suffers from cicatricial stricture 
of the inferior extremities of the ureter. 


The applications of radium to the uterine 
neck, moreover, are able to produce in the 
inferior wall of the bladder lesions that are 
easy to confuse with cancer of this organ. We 
have treated a woman who presented all the 
symptoms of cancer of the bladder, even a 
proliferative type of lesion with all the macro- 
scopic characteristics of cancer. We made a 
biopsy and the laboratory gave us a negative 
report of cancer. We wrote the specialist in 
the United States who made the application 
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of radium and he told us that these lesions 
were caused by radium and that by simply 
making instillations of argyol,® without any 
other treatment, she would be cured. After. 
wards we have seen some similar cases pub- 
lished. 


Purposely we have left out the vesicovaginal 
fistulas as a consequence of childbirth and 
the pyelo-ureteral alterations of pregnancy as 
these are well discussed subjects, but we 
should like , talk about a condition that is 
relatively rare. If by its symptomatology, its 
physical characters, and its localization, we 
can consider it as an intrinsic tumor of the 
bladder, it is none the less true that by its 
origin it is an extrinsic tumor. 


Endometrioma of the bladder was described 
by E. Starr Judd in 1921. Of these, there have 
been reported 64 cases. 

“Endometriosis is one of the many names given to 
tumors not encapsulated that contain endometrium, 
these tumors being found outside of the limits of the 
uterus.” “Endometriomas are most frequent in con- 
tinuity with the reproductive organs of women, al- 
though they have been seen in places further away, 
such as the perineum, inguinal lymph nodes, laparot- 
omy scars, labia minora and majora.” 


There are many theories to explain this 
type of metastasis (if we may call it that), but 
the most generally accepted one is that the 
endometrioma has its origin in the normal 
tissue of the endometrium of the genital tract 
of women and it reaches its aberrant position 
as a result of direct extension, reflux of men- 
strual blood through the tubes, blood, or 
lymph vessels from the uterine cavity. 


The difficulty in the diagnosis consists in 
that its symptoms, hematuria, pain, frequent 
desire to urinate, tenesmus, and so on, often 
are confused with those of a malignant tumor 
of the bladder. Cystoscopic examination is 
not conclusive. It may result in erroneous 
interpretations and it is necessary, therefore, 
to have recourse to biopsy and microscopic 
examination. 

We must not forget, in this type of tumor, 
that it can present itself in a woman from the 
time she begins menstruating until the meno- 
pause; that its symptoms become more prom- 
inent during menstruation and diminish dur- 
ing the intermenstrual period; that when 
hematuria coincides with menstruation, it is 
almost pathognomonic of the condition; that 
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during pregnancy the symptoms and the cysto- 
scopic aspect of the tumor improve notably. 
In a word, it is a cyclical sickness that can be 
cured by surgical methods, or spontaneously 
with the menopause, or by castration, or by 
irradiation of the ovary. 


EXPERIENCES WITH RETROPUBIC 
PROSTATECTOMY* 


By S. JosepH PEARLMAN, M.D. 
Miami Beach, Florida 


Retropubic prostatectomy first attracted 
the attention of the urological world in 1945 
when Millin! of London published his report 
on a series of 20 cases. 

Our experience with this extravesical ap- 
proach in the removal of benign enlargements 
began in 1947 and up to date we have com- 
pleted 52 cases. 

It was quickly apparent, however, that as 
with other types of prostatectomy, this new 
approach also had its limitations. 


While subtotal prostatectomy can be per- 
formed by any of the four standard proce- 
dures, total prostatectomy for early carcinoma, 
virtually impossible by the suprapubic or 
transurethral routes, has been practiced by 
those urologists trained in perineal surgery. 
The reluctance of urologists to recommend 
total prostatectomy is justified in part by the 
advanced age of many of the patients, by the 
great benefit afforded by conservative therapy 
in the form of estrogens, castration, and trans- 
urethral resection, by the number of cases of 
failure where total removal has been em- 
ployed, and by the high incidence of incon- 
tinence following removal. The advent of 
the retropubic approach was a most wel- 
come addition for those urologists not trained 
in perineal methods, and total and even rad- 
ical prostatectomies are now being done. It 
must be admitted, however, that the place- 
ment of the sutures between the membranous 
urethra and newly formed vesical neck, can 
be somewhat difficult and trying unless one 
is equipped with especially long needle hold- 

*Read in Section on Urology, Southern Medical Associa- 
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ers or the boomerang needle. Flocks* has re- 
cently demonstrated that this anastomosis can 
be effected without sutures by pulling down 
the bladder neck with an inflated Foley cath- 
eter, to the membranous urethra, and allow- 
ing the catheter to remain in situ for 15 days. 
Again the retropubic approach has been 
helpful in those cases of children presenting 
congenital valve formations in the deep ure- 
thra. These obstructions barely admit fili- 
forms and if the miniature resectoscope can- 
not be introduced, must be subjected to retro- 
pubic prostatotomy. 


As with every new procedure, it is helpful 
after several years to pause and scrutinize our 
results and cite our failures and shortcomings. 


In our efforts to master the technic of this 
new extravesical approzch we encountered 
difficulties. Foremost of these was the prob- 
lem of hemorrhage, and on several occasions, 
hampered by bleeding, we converted what 
started out as a retropubic into a transvesical 
enucleation. As we learned to under-run all 
veins anterior to the capsule, hemorrhage was 
no longer a problem. 


The improper selection of cases proved to 
be another source of our difficulties. This 
was particularly manifested when we attempt- 
ed enucleation of the small fibrotic gland. 
This would be true of any other type of open 
surgery. We are frank to confess that as yet 
we have not had the courage to subject the 
extremely bad risk patient to a retropubic 
procedure, preferring transurethral resection 
or a two-stage suprapubic procedure. In this 
connection we note that when such cases are 
reported in the literature they are usually 
staff or service patients. Illustrative of this 
point is the case of a 94-year-old gentleman 
with a chronic auricular fibrillation who pre- 
sented himself in acute urinary retention sec- 
ondary to a grade IV prostatic enlargement. 
He stated that because of his cardiac condi- 
tion the urologists he had consulted were re- 
luctant to advise surgery. We doubt whether 
even the most ardent enthusiast would have 
selected the retropubic approach in this in- 
stance. Accordingly he was carried through a 
two-stage suprapubic prostatectomy. 


While it is true that many operators get 
along comfortably with the ordinary surgical 
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set-up, the addition of the special Millin in- 
struments does reduce the operating time and 
facilitates closure of the capsule. In a case, 
having completed a retropubic prostatectomy 
in approximately 25 minutes, we did partial 
vasectomies while repairing large indirect in- 
guinal hernias. These added procedures were 
done at the request of the patient. 


Another difficulty stemmed from the fact 
that in closing the capsular incision with one 
row of interrupted chromic No. zero sutures 
we frequently saw urinary suprapubic fistu- 
lae after removal of the catheter, necessitating 
re-introduction of the catheter for a longer pe- 
riod. This difficulty can be overcome by the 
use of a continuous chromic No. one suture, as 
advocated by Millin, to effect a hemostatic 
and watertight closure. Persistent fistulae 
secondary to retropubic prostatectomy, can 
be most troublesome as compared to the fistu- 
lae following suprapubic prostatectomy. In 
the latter, elimination by the use of transure- 
thral resection of contracture, stenosis, bar 
formations in or around the vesical neck, or 
residual tissue, will usually effect a closure. 
In the retropubic cases, however, when pro- 
longed catheter drainage has failed to effect 
closure of the fistula secondary to a faulty or 
leaky capsular closure, one is confronted with 
a problem strikingly similar to that presented 
to the gynecologist in his attempts to close 
vesico-vaginal fistulae. 

Twenty-five to thirty years ago the bugaboo 
of suprapubic prostatectomy was “space of 
Retzius infections.”” Today retropubic pros- 
tatectomy is safely carried out while working 
in this space and we seldom hear of a space 
of Retzius infection unless we deviate from 
Millin’s technic, which we did in a recent 
case with disastrous results. We had employed 
both the longitudinal and transverse skin 
incisions to determine which type of incision 
gave more adequate exposure, and in this 
particular case we extended our transverse in- 
cision to include the rectus sheath as well. 
The sequence of events was as follows: (1) a 
space of Retzius infection which extended up 
the entire abdominal wall to the xiphoid pro- 
cess; (2) a lower nephron nephrosis with 
pre-uremic azotemia; (3) a persistent hic- 
cough which defied all our efforts to control 
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it; (4) a posterior wall infarction from a 
coronary occlusion; (5) a persistent suprapu- 
bic fistula which did not heal in spite of (6) 
a secondary suprapubic cystostomy and 
wound revisions; (7) and finally a psychosis 
which necessitated his removal to an institu- 
tion after 28 days of hospitalization. It is our 
opinion that opening fascial planes invites 
disaster, and in the future we intend to stick 
to the classical longitudinal suprapubic in- 
cision. 

Again we note that Presman and Rolnick? 
advocate extending the incision below the 
superior border of the symphysis to the base 
of the penis. We believe, as does Millin, that 
this is unnecessary for adequate exposure, and 
may contribute to the much dreaded compli- 
cation of osteitis pubis. Happily we have thus 
far avoided this complication and only recent- 
ly encountered this distressing sequel for the 
first time in a patient who had had a supra- 
pubic prostatectomy by a local general sur- 
geon. 


It is safe to assume that if periostitis pubis 
can occur today in the hands of experienced 
operators, it must certainly have occurred as 
a complication to plague the efforts of the 
pioneers in urologic surgery. It was not until 
1924 that the condition was reported as a 
clinical entity by Edwin Beer and Paul Asch- 
ner. Listening to urologists at various meet- 
ings one gathers the impression that this com- 
plication becomes more frequent as the meth- 
od is generally employed. It has been our 
practice that in effecting the capsular closure, 
the operator changes places with the first as- 
sistant, or permits him to close from his side. 
In this way the point of the needle is always 
carried upwards towards the bladder. We be- 
lieve that this little maneuver has contributed 
greatly toward lessening the incidence of this 
disabling and distressing complication. We 
can recall years ago working on a general sur- 
gical service, that the last suture in inguinal 
hernioplasty included Poupart’s, Gimbernat’s, 
Cooper’s ligaments, together with a bite into 
the periosteum of the symphysis. No instance 
of periostitis pubis followed, since these 
were all clean and uncontaminated surgical 
wounds. It is our opinion that injury to the 
periosteum from either a scalpel, needle, or 
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retractor, plus spillage of urine when the 
prostatic urethra or bladder cavity is opened, 
contributes in some measure to the develop- 
ment of this complication. In 1948 Lavalle 
and Hamm® reported seven cases of osteitis pu- 
bis following suprapubic prostatectomy. They 
said: “We are convinced that the incidence 
is much greater than has been reported in 
the literature as we have information from 
other urologists of individual instances of 
this complication in their practices.” They 
admit that the cause of osteitis pubis is ob- 
scure and offer no reason for its occurrence 
following suprapubic prostatectomy. Inci- 
dentally, osteitis pubis has been reported fol- 
lowing perineal prostatectomy, transure- 
thral resection, cesarean section, and ureter- 
olithotomy (pelvic ureter). These observers 
report that their cases responded to large doses 
of B-complex and diathermy, and when these 
measures failed to afford relief, they admin- 
istered deep x-ray therapy. Other observers, 
on the other hand, contend that these meas- 
ures are worthless, and that they have ob- 
tained good results with immobilization in a 
cast or traction. 


Another complicating feature is finding an 
overlooked adenoma formation during panen- 
doscopy when trying to seek the cause of a 
postoperative residual urine. This may have 
been a subcervical or a subtrigonal gland com- 
pletely missed during the operative procedure, 
despite a careful search of the prostatic bed. 
It is our opinion that there is no harm in the 
surgeon's availing himself of the help from 
an assistant’s finger in the patient’s rectum 
to elevate the gland, or the surgeon himself 
palpating the prostatic bed through the rec- 
tum and making certain there are no other 
adenomatous formations present. This com- 
plication occurred to us in one of our more 
recent cases, and in attempting to remove this 
apical mass on a second hospital admission by 
transurethral resection, we added insult to 
injury by inflicting this patient with a urinary 
incontinence. 

We have been impressed when comparing 
this one-stage type of procedure to the one- 
Stage suprapubic prostatectomy, with the 
small amount of blood loss and the smoother 
postoperative convalescence in the former. In 
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our series we have preferred the longitudinal 
to the transverse incision. We have employed 
the transverse capsular incision about two cm. 
long and one cm. below the vesical neck and 
believe that Millin is correct in saying that 
no method of interrupted suturing will effect 
a hemostatic and watertight closure. He ad- 
vocates the use of a continuous chromasized 
No. one catgut for closing the capsule. Enu- 
cleation of the adenomata is preceded by a 
deliberate sectioning of the urethra imme- 
diately distal to the prostatic lobes over a 
sound or catheter introduced at the start of 
the operation. In this way avulsion of the 
membranous urethra is avoided. Gentleness 
in the handling of tissue with this operation 
is very important and contrasts greatly with 
the rough, tearing, avulsing operation em- 
ployed in suprapubic prostatectomy. Many 
urologists will probably disagree with Millin 
on this point, maintaining that euncleation 
with all methods of open surgery is esssential- 
ly the same. Millin also advocates the pre- 
liminary injection of the gland with 20 cc. of 
a | per cent procaine solution containing 0.5 
cc. of pitressin which he claims gives an al- 
most bloodless field. Millin says that he has 
tried the vertical capsular incision and has 
no use for it. There is the risk of the incision’s 
splitting downward leading to involvement 
of the cut-off muscle, or if the incision splits 
upward it will encroach on the vesical neck. 
The procedure will no longer be extravesical 
and may require subsequent suturing, with 
resulting fibrosis, contracture and_ stenosis. 
Millin also stresses the absolute necessity of 
a careful toilet of the vesical neck. If there is 
any suggestion of stenosis or median bar for- 
mation of the posterior lip, a V-section is 
excised, preferably subepithelially, drawing 
down the apex of the trigonal mucosa and 
anchoring it to the floor of the prostatic 
urethra. This is an important step in the 
operation and will avoid subsequent stenoses 
and contractures. In our earlier cases we were 
using oxycel gauze and the two-balloon hemo- 
static Foley catheter inflating the balloon in 
the prostatic bed to 75 cc. and the one in the 
bladder to 30 cc. When we began to omit the 
use of the gauze, balloon, and packing in 
the prostatic bed, we found our patients more 
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comfortable with less bleeding in the drainage 
system. In our later cases we have inserted a 
Foley balloon catheter into the dome of the 
bladder through a small stab incision before 
closing the wound, and remove this drain in 
24 hours. Up to date there has been no sinus 
formation as the result of this precaution, 
since regular drainage is provided by the 
Foley catheter introduced into the bladder per 
urethram belore starting the capsular closure. 


Postoperative Care—The indwelling ure- 
thral catheter is connected to a closed ir- 
rigating system and irrigation carried out 
only if there is any question of increased 
bleeding or plugging of the catheter with 
clots. The patient is allowed to be up and 
about on the first or second postoperative day 
if there is no temperature reaction, and every 
effort is made to encourage early ambulation. 
Combiotic,® elkosin,® vitamin B-complex and 
vitamin C, are administered daily. The cath- 
eter is removed on the morning of the fifth 
day and if the patient is found to be voiding 
well throughout the day is discharged the 
same evening. When a suprapubic fistula oc- 
curs alter removal of the catheter, we have had 
no difficulty in re-introducing the catheter 
and allowing it to remain for an additional 
three to four days. In this series, further, there 
has been no mortality; no instance of wound 
dehiscence or incisional herniation; wound 
infection has been minimal. There has been 
no postoperative epididymitis and there has 
been no case of postoperative ascending pyelo- 
nephritis. There was a case of incontinence 
but this followed transurethral resection in 
an attempt to resect an overlooked apical 
adenomatous formation. 


Pelvic thrombosis, pelvis thrombophlebitis 
or pulmonary embolism did not occur in any 
patient of this series. Thus far there has been 
no instance of osteitis or periostitis pubis. 
Severe primary postoperative or secondary 
postoperative hemorrhage has not been en- 
countered. Mild bleeding occurred in several 
instances between the eighth and eleventh 
postoperative days, but quickly subsided when 
a Foley catheter was re-introduced for one 
to two days. The youngest patient in this 
series was 52, the oldest 72. The smallest 
glands removed weighed eight and nine grams, 
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and the largest 70 and 71 grams, respectively, 
There is no doubt that glands of eight and 
nine grams should be done transurethrally 
but, as we stated earlier in our remarks, we 
were anxious to test this approach for all 
grades of enlargement. 


DISCUSSION 


Most observers are agreed that the smooth 
postoperative course of patients subjected to 
retropubic prostatectomy is indeed striking. 
In this series, however, we have hesitated to 
expose the aged and poor risk patient to this 
type of surgery, electing rather to do trans- 
urethral resection or preferably a two-stage 
suprapubic prostatectomy. Retropubic pros- 
tatectomy is attended with little evidence of 
shock. Low spinal anesthesia, maintaining a 
steady blood pressure via infusions and whole 
blood transfusions, administered throughout 
the operative procedure, will find patients 
being transferred to the recovery room in as 
good condition as before they entered the 
operating room. 


Presman and Rolnick point out that other 
factors contributing to the lowered shock in- 
cidence are: (1) the operation is performed 
deep in the pelvis and is essentially a perineal 
procedure inverted, that is, performed from 
above; (2) the bladder is not opened and the 
neck is not traumatized or divulsed in order 
to enucleate the prostatic adenomata as is 
done in the suprapubic approach. Surgical 
excision of the posterior lip does not inflict 
the same amount of trauma as does the blind 
enucleation in transvesical prostatectomy. (3) 
There is very little bleeding from the pros- 
tatic bed and this is easily controlled by pres- 
sure for a few minutes with gauze tamponage. 
They explain this minimal degree of bleed- 
ing by saying that the enucleation is carried 
on from the apex towards the vesical neck 
and that the firm attachment of the prostate 
to the vesical neck is severed cleanly with the 
dissecting scissors rather than being torn 
away by the enucleating finger. In this way 
the vesical neck with its rich blood supply 
is not traumatized and bleeding is reduced 
to a minimum. 

Retropubic prostatectomy is an anatomical 
procedure in the true sense of the word. Ex- 
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posure and visualization of the operative field 
are far more satisfactory than with other types 
of operation on the prostate. The prostatic 
bed and vesical neck can be examined digital- 
ly and visually for possible missed adenomata, 
and bleeding can be controlled before the pa- 
tient leaves the table. It is not a difficult 
procedure to learn, requiring far less ex- 
perience than the perineal or transurethral 
operations. Bleeding from the plexus of veins 
anterior to the capsule allows the operator to 
under run or ligate or electrocoagulate the 
bleeding points without difficulty. They 
further point out that because the distal point 
of the prostatic urethra, the triangular liga- 
ment, is a fixed structure, the prostatic en- 
largement must necessarily be toward the 
vesical neck or bladder. As a result the pros- 
tatic urethra is lengthened in the proximal 
direction up into the pelvis and away from 
the symphysis pubis. Thus the large sized 
glands are higher in the pelvis and may be 
approached with greater ease. 


After enucleating the prostatic adenoma the 
capsular incision appears somewhat longer, 
as if torn across. They point out that the 
incision appears longer because of the marked 
mobility of the capsule after its firm attach- 
ments to the prostate are no longer present. 
This is further evidenced by the increased 
mobility of the upper and lower flaps during 
closure. 

The placing of sulfa powder and Penrose 
drains in the space of Retzius plus chemo- 
and antibiotic therapy, may keep infection 
down to a minimum, but do not prevent it, 
as evidenced by the fact that many of the 
patients exhibit a seropurulent discharge in- 
to the dressings for a few days. They have 
suggested the use of stab wound incisions 
into the perineum on each side of the pros- 
tatic urethra to provide for dependent drain- 
age of the space of Retzius. 


CONCLUSION 


Retropubic prostatectomy is a sound sur- 
gical procedure and has been accepted by 
the urological world as a valuable addition 
in the field of prostatic surgery. 

It is ideally suited for total or radical pros- 
tatectomy for early carcinoma. Our results 
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with this operative procedure have been most 
gratifying and justify its continued use. Our 
difficulties in attempting to master this new 
technic have been summarized. Errors and 
failures have been cited. 


In this series of 52 cases there has been no 
mortality nor an instance of the dreaded com- 
plication of osteitis or periostitis pubis. Com- 
plications have been few and when encoun- 
tered were due to deviations from the orig- 
inal technic as outlined by Millin. 
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DISCUSSION (Abstract) 


Dr. Lawrence P, Thackston, Orangeburg, S. C.— 
In my hands the retropubic procedure has been the 
most satisfactory prostatic operation that I have en- 
countered in close to thirty years in urology. We 
have operated upon in the neighborhood of 500 cases. 
The operation can be used in all types of cases, with 
both large and small glands. 


Possibly three things have helped us individually 
more than any others. In our first ten cases, we had 
two cases of osteitis pubis. We felt that we were 
getting entirely too much traction on the pubic 
bone with the short suprapubic incision. We now 
make a liberal suprapubic incision. We use a mod- 
ified abdominal retractor with modified gallbladder 
retractor for a third leg. We do not use the Millin 
retractor. Other than that, we use all of Millin’s in- 
struments. We have modified his boomerang needle 
considerably and feel that it is a wonderful help in 
the procedure. 


We have added our own bag, which is a double 
balloon affair, which has been very successful in the 
control of bleeding. The vesical bag is kept inflated 
until the tube is removed. This tube is usually re- 
moved later than we formerly removed it, now in 
around six to seven days. The tube which goes into 
the cavity from which the adenoma has been removed 
is deflated in four hours. Our last resident, who fin- 
ished in July, never went to the hospital at night to 
see a case of hemorrhage following the operation. 


We feel that the use of whole blood and the thor- 
ough medical evaluation of the patient’s cardiovas- 
cular system is most important. We keep a very care- 
ful record of the blood loss, replace this blood and 
add a little more. We watch these patients carefully, 
and if they are not in good shape, we use the classical 
methods of treatment. 
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{ am thoroughly and completely sold on this pro- 
cedure. 


Dr. Pearlman (closing)—Concerning the question of 
catheter drainage, I should like to make the following 
observation. 


In 1930-31, while doing postgraduate work in one 
of the countries at present behind the Iron Curtain, 
with a general surgeon, I stimulated in him an in- 
terest in urologic surgery. We have been correspond- 
ing quite regularly in the past few years and I was 
surprised to learn that he had been employing the 
Millin retropubic approach for the past few vears and 
had been omitting the use of indwelling catheter 
drainage. 

He claimed his results were quite satisfactory and 
added that he saw no need for the use of a catheter 
drain. 


POSTOPERATIVE EFFECTS OF CORTI- 
SONE UPON RABBIT EYES TREATED 
BY CYCLODIATHERMY AND 
CYCLOELECTROLYSIS* 


By L. BenJAMIN SHEPPARD, M.D. 
Richmond, Virginia 


A discussion of the uses and effects of the 
adrenocortical hormones would have been 
easier four years ago than it is today. Now 
that this new group of drugs has risen to such 
amazing heights of usefulness in our clinical 
practice, we find that along with its many 
advantages, it has some unanticipated disad- 
vantages. This group of drugs is much like 
the child prodigy, mentally developed far 
beyond the tond parents’ expectations. When 
it is in the crib, it can be controlled, but 
once it is on its feet it continually says and 
does the unexpected to the amazement of its 
parents. So with cortisone, new uses and et- 
fects have been rapidly developing. 

Numerous reports have appeared in the lit- 
erature demonstrating the beneficial effects of 
cortisone and ACTH in inflammatory ocular 
diseases,'® since Hench et  estab- 
lished in 1948 the usefulness of these drugs as 


*Read before the Association for Research in Ophthalmol- 
ogy, Southern Section, meeting conjointly with the Section 
on Ophthalmology and Otolaryngology, Southern Medical As- 
sociation, Forty-Sixth Annual Meeting, Miami, Florida, No- 
vember 10-13, 1952. 

*From the Department of Ophthalmology, Medical College 
of Virginia. This work was supported by a grant from the 
Snyder Ophthalmic Foundation. Acknowledgment is made to 
Merck and Company, Rahway, New Jersey, for a supply of 
cortisone, and to the Medical College of Virginia, Richmond, 
Virginia, for the use of its laboratory facilities. 
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therapeutic agents. Cortisone has proved es- 
pecially effective in the treatment of pathol- 
ogy of the anterior segment of the globes9 

The therapeutic action of ACTH and of 
cortisone in ocular tissue is limited to a sup- 
pression of cellular infiltration and inflam. 
mation. These hormones have an inhibiting 
elfect upon new vessel formation and fibro- 
blastic proliferation, suggesting a suppression 
of mesenchymal response to injury. The ac- 
tion of the adrenocortical hormones in in- 
hibiting inflammation is independent of the 
causes of the inflammatory reaction, but, as 


Rabbit 72 (control). Right eve (cyclodiathermy) on fifth 
postoperative day, showing moderate Chemosis and hyperemia. 


Fic. 1-B 


Rabbit 72 (control). Left eye (cycloelectrolysis) on fifth pew. 
operative day, showing the reaction to be essentially the 
same. 
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such, influences the response of the tissues to 
the irritant. Hormonal therapy, within lim- 
its, blocks ocular inflammatory — reaction, 
whether this is secondary to an underlying 
hypersensitivity, or is associated with the di- 
rect effect of toxins, or has purely physical 


Fic. 2 


Rabbit 75 (cortisone-treated) killed on the fifth  post- 
operative day. Left: Right eve (cyclodiathermy), showing 
rupture of the sclera in the treated zone, severe iridocyclitis, 
clouding of the superior half of the cornea, hemorrhage, 
and organized plastic exudate extending through the pupil 
into the anterior chamber. (Note Figure 6, a microphoto- 
graph) Right: Left eve (cycloelectrolysis), showing very slight 
chemosis over treated zone and _ slate-gray areas sclera. 
(Note Figure 7, a microphotograph.) 


Fic. 3 


High power of normal ciliary process, showing stroma, 
Pigmented epithelium, and nonpigmented epithelium. 
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The purpose of this paper is to report 
briefly the effects of the use of cortisone upon 
rabbit eyes following treatments by cyclo- 
electrolysis and by cyclodiathermy. Cyclodia- 
thermy and cycloelectrolysis have been used 
as antiglaucomatous procedures for several 
years.!8 

EXPERIMENTAL PROCEDURE 


We selected five mongrel rabbits approxi- 
mately 4 to 5 months old in which there was 
no evidence of eye infection. Two rabbits 
were used as controls while the other three 
were treated with cortisone. One of the con- 
trol animals was killed at the end of a 5-day 
postoperative period and the other at the end 
of one postoperative month. The cortisone 
treated animals were killed on the fifth post- 
operative day, the second on the 30th post- 
operative day, while the third animal was 
treated again at the end of the 30th_post- 
operative day and sacrificed at the end of 
60 days. All animals were treated by cyclo- 
diathermy and cycloelectrolysis, as previously 
described. 


Fic. 4 


Rabbit 46 (control) on the fifth postoperative day. Right 
eye (cyclodiathermy). A high power view showing edema, 
cellular infiltration, engorgement of the vessels, and hemor- 
rhage in the ciliary process. 
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The technic used on our experimental rab- 
bits was briefly as follows: on the right eye 
we used cyclodiathermy, and on the left eye 
cycloelectrolysis. In the right eye, thirty punc- 
tures were made in the region of the ciliary 
body in two rows at one mm. and two mm. 
posterior to and equidistant from the limbus, 
using 40 milliamperes of diathermy current 
for five seconds. The punctures were made 
between the superior and lateral rectus mus- 
cles. On the left eye we employed the same 
procedure, but used five milliamperes of gal- 
vanic current for five seconds, with the nega- 
tive pole as the active electrode. In each case, 
we used a conical platinum needle one mm. 
in length, made by Dr. Conrad Berens. 

We devised the following cortisone technic 
to be used on the animals treated as above: 
one per cent of cortisone acetate suspension, 
containing 6.25 mg., was injected subconjunc- 
tivally in each eye on the fourth and second 
preoperative days, the operative day, and on 
the second and the fourth postoperative days. 
Thereafter cortisone ointment was applied 
daily. Bichloride of mercury ointment 


Fic. 5 


Rabbit 46 (control) on the fifth postoperative day. Left eye 
(cycloelectrolysis). High-power view showing ciliary process 
with edema, cellular infiltration, engorgement of vessels, 
and hemorrhage. 
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(1:3000) and one per cent atropine ointment 
were used daily from the time of operation 
until each animal was sacriliced. 

RESULTS 


The postoperative course was uneventful 
in the eyes of the control animals, compared 
with other animals similarly treated in pre- 
vious experiments (Figs. /A and /B). In the 
cortisone-treated animals, the right eyes of 
rabbit 74 and rabbit 75 (diathermy treated) 
showed little difference from the controls in 
the first two days, but thereafter they showed 
markedly increased reaction, with little or no 
response of the treated tissue to repair, and 
poor resistance to a purulent infection. This 
infection invaded the right eye of rabbit 75 
on the third day, leading to softening of the 
sclera and rupture of the globe. This also 
occurred in the right eye of rabbit 74, though 
it started at a later date (seventh postopera- 
tive day). The left eyes (electrolysis treated) 
had a much milder postoperative course (Fig. 
4 


Fic. 6 


Rabbit 75 (cortisone-treated). Fifth postoperative day. 
Right eve (cyclodiathermy), showing hemorrhage in ciliary 
body, cellular exudate, and edema to be less than in ¢ 
five-day control. The cellular reaction is mostly lympho- 
cytic. 
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Fic. 7 


Rabbit 75 (cortisone-treated). Fifth postoperative day. Left 
eve (cycloelectrolysis), showing slight cellular infiltration, 
lack of vascularity, and edema. Note difference between 
this and the five-day control in Figure 5. 


SHEPPARD: EFFECTS OF CORTISONE UPON RABBIT EYES 


1081 


Rabbit 81 treated in the same manner and 
treated again after 30 days showed less post- 
operative activity than the controls. The eye 
tissues did not become infected. The three 
cortisone-treated animals seem to indicate that 
there are individual variations in susceptibil- 
ity to infection when cortisone is used in con- 
junction with surgery. 


HISTOPATHOLOGIC FINDINGS 


Frontal sections were made on all eyes. The 
normal histology is illustrated in Figure 3. 

The histopathologic changes in the rabbit 
eyes show some important effects of cortisone. 
The eyes of the cortisone-treated rabbits show 
much less edema and cellular inflammatory 
response in both early and later stages. Com- 
parison of the controls, Figures 4, 5, 8 and 9, 
with the cortisone-treated eyes, Figures 6, 7, 
10, and //, will demonstrate the differences 
in tissue reaction in the control and in the 
cortisone-treated animals. 

In the cortisone-treated animals, there was 
a suppression of the mesenchymal response to 
treatment that was observed in the controls, as 
indicated by a decrease in the fibroblastic and 


Fic. 8 


Rabbit 72 (control). End of the first postoperative month. 
Right eye (cyclodiathermy) high-power view showing ciliary 
process. Note edema, capillary proliferation, fibroblast, and 
engorged vessels. 


Fic. 9 


Rabbit 72 (control). End of first postoperative month. Left 
eye (cycloelectrolysis), showing a ciliary process with eosin- 
ophilic cellular response, edema, fibroblasts, and increased 
vascularity. 
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vascular reactions. Compare Figure 5 with 
Figure 7 and Figure 9 with Figure 1/1. The 
reduction in the initial fibrin response and 


Rabbit 74. (cortisone-treated) at the end = of first post- 
operative month. Right eve (cvclodiathermy), showing mod- 
erate edema, cellular infiltration of the ciliary body, chiefly 
by Ismphocytes. High-power section taken from junction of 
abscess and ciliary processes. There was secondary infection 
of the globe with abscess formation and subsequent rupture. 
The globe progressed to atrophy. Compare this picture with 
Figure &. 


Fic. 11 


Rabbit 74 (cortisone-treated). End of first postoperative 
month. Left eve (cycloelectrolysis), showing no edema and 
less vascularity than control. No fibroblastic activity. Com- 
pare ciliary process with that shown in Figure 9. 
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subsequent friboblastic proliferation has been 
well established. 12 17 


In the right eyes of rabbit 74 and rabbit 75 
there was an ectasia at the site of treatment. 
The control eyes withstood infection better 
even though they appeared more hyperemic 
than those that were cortisone-treated. This 
illustrated experimentally finding well 
known clinically, that the patient may suc- 
cumb to an infection without showing signs 
of toxicity. Cortisone masks the signs of in- 
fection while the infection spreads. (Note 
Figs. 6 and 10.) 


CONCLUSIONS 


From the observations in this limited se- 
ries of experimental animals it would appear 
that the use of cortisone results in a_post- 
operative eye which is less congested and 
probably more comfortable. On the other 
hand, cortisone may mask a serious infection 
or retard the normal processes of healing. 
Judging from the findings in this series it 
seems advisable, therefore, not to use cortisone 
immediately after ocular surgery, or, if its 
use is indicated, to administer antibiotics at 
the same time. 


I wish to express my appreciation to Dr. Gordon 
Hennigar of the Department of Pathology, Medical 
College of Virginia, for his kind assistance in con- 
sultation and to thank Mrs. Florence Herold, Mr. 
Charles J. Townsend, and Mr. Earl Fox for their 
laboratory assistance. I am deeply grateful to Mr. 
W. Neal Grubb for his active interest. 
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BILATERAL MASTECTOMY FOR 
BREAST CANCER* 


By GrorGe BENTON SANDERS, M.D. 
and 
Davip WyNbHAM GriFFIN, M.D. 
Louisville, Kentucky 


Surgical philosophy concerning the treat- 
ment of breast cancer is presently occupied 
by a schism in the ranks previously unbroken 
since the contributions of Moore and Banks; 
Halsted and Mever.! Tt is generally 
conceded that the treatment of breast cancer 
judged by the percentage of live and ten-year 
survivals is unsatisfactory. There are those 
who maintain that any improvement in re- 
sults since Halsted’s time is apparent, not real, 
and represents illusory ctlects of selective sta- 
tistical samplying, earlier diagnosis, and 
above all the inclusion of minute cancers, 
precancerous changes, and cancer-mimicking 
lesions in most series of breast cancers now 
reported. An extremist viewpoint from the 
statistician’s angle is that no valid statistical 
evidence exists to demonstrate that surgical 
or x-ray treatment of breast cancer, out- 
side of stage I lesions, can be shown to cure, 
or prolong life. It is also maintained that no 
unimpeachably valid statistics are available 
to demonstrate the efficacy of early diagnosis 


*Read in Section on Surgery, Southern Medical Association, 
Forty-Sixth Annual Meeting, Miami, Florida, November 10-15, 
1952. 

*From the Department of Surgery, University of Louisville 
School of Medicine, Louisville, Kentucky. 
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and treatment of breast cancer in increasing 
the curability rate, and that the biological na- 
ture of the individual cancer cells and the re- 
sistance of the individual host tissues de- 
termine the outcome regardless of  treat- 
ment.!! 23°30 Evidence is currently being pre- 
sented which questions the curative effective- 
ness of the radical Halsted operation for any 
but stage I cancers, and even suggests that for 
these a simple mastectomy followed by x-ray 
therapy would be sufficient.'° 4! “The sum 
and substance of these various deleatist senti- 
ments is nothing more nor less than a retreat 
to the surgical practice of Volkmann and 
Heidenhain, supplemented by the dubious 
curative powers of x-ray therapy. 

At the other end of the scale challenging 

evidence that the failure to eradicate cancer 
surgically or physically in 40 to 50 per cent 
of operable cases, has stimulated the develop- 
ment of various extensions of the Halsted 
operation which will remove these hitherto 
unreachable deposits of cancer in the neck 
and mediastinum along with the main mass 
of cancer in the breast. Such superradical 
operations are technical realities and are be- 
ing performed with acceptable mortality fig- 
ures in several clinics today.47 45° can- 
not yet be shown statistically that any of these 
surgical departures from the classical Halsted 
technic olf mastectomy have improved sur- 
vival rates. As one writer puts it, 
“This heroic surgery is a contemporary consumma- 
tion of somatic reduction; it has yet to stand the test 
of time. Its merit will rest on the ultimate survival 
of the patient from both the operation and the dis- 
ease.”"2 

Since the work of Bittner and others, we 
have come to regard breast cancer as a sys- 
temic disease, showing both an_ hereditary 
predilection, and marked endocrine suscep- 
tibility, involving one or both organs of a 
bilateral paired organ system, the mammary 
apparatus.” This paired-organ mammary sys- 
tem itself is under very distinct endocrine in- 
fluence throughout menstrual life and it is 
therefore being increasingly strongly held 
that the same group of factors responsible for 
the development of cancer in one breast may 
well continue to act, to produce, after a vary- 
ing period of time, cancer in the contralateral 


A 


breast as well. The interval of time after 
which cancer appears in the opposite breast 
may be so short as to be immeasurable, that 
is, simultaneous, or it may extend over a score 
of years. There is general belief, apparently 
supported statistically, that not only primary 
cancer of the breast but also cancer arising 
in the opposite breast, whether primary or 
secondary, shows an absolute increase in in- 
cidence.* 111617213637 With increasing 
lengths of survival in increasing numbers of 
cases following unilateral radical mastectomy, 
it would logically be supposed that more pa- 
tients are surviving longer and more suffi- 
cient intervals of time so that the same fac- 
tors producing the original cancer, continuing 
to act, are allowed the opportunity of pro- 
ducing contralateral breast cancer. This ac- 
counts in part at least for the undoubted in- 
crease in the incidence of bilateral breast can- 
cer, which is estimated by some authors at 
around 10 per cent.*! Numerous references 
are appearing in current medical literature 
intimating that surgeons are casting suspicious 
eves on the contralateral breast in unilateral 
mammary cancer, and are advocating its re- 
moval either simultaneously or consecutive- 
ly. In a surprising number of instances, 
minute, and therefore curable, cancers or 
early premalignant changes have been 
found in the simultaneously resected contra- 
lateral breast.*! 4! #2 49 50 

For those, then, who hold that the radical 
Halsted procedure is still the best surgical 
attack on breast cancer yet devised,*® and 
who favor neither retreat to an ancestral sur- 
gical level nor yet a bold advance to super- 
radical surgery which is as yet statistically un- 
proven, the chance for a limited advance in 
the scope of the surgical attack, without in- 
creased mortality or morbidity, and with the 
promise of an increased salvage rate would 
be undeniably attractive. Such a_ possibility 
is offered by the operation of bilateral mastec- 
tomy performed as a single operation in cases 
of unilateral breast cancer, resecting the can- 
cerous breast in the classical radical manner 
and including the contralateral breast in the 
resection by a simultaneous simple mastec- 
tomy. 


Pack, in a recent editorial, has presented 
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a clear-cut argument for the routine adoption 
of bilateral mastectomy for unilateral breast 
cancer. His reasons are lucidly set forth in 
the editorial and need not be repeated here. 
He mentions a possible increased long-term 
salvage rate of 6 to 7 per cent and urges its 
general adoption. He mentions, however, 
that permission for bilateral resection will 
be extremely hard to secure from the average 
patient and suggests education of the public 
and a wider acceptance by surgeons of the 
principles of bilateral mastectomy.*! 

It seems probable that the evolution of any 
trend toward bilateral mastectomy will at 
first achieve a compromise somewhat short 
of routine bilateral resection for all cases of 
breast cancer. It would therefore seem wise 
and timely to establish specific indications for 
the selection of patients upon whom the bi- 
lateral operation should especially be urged. 
At the present time, it has seemed to the 
senior author that the following categories 
represent unequivocal indications for the per- 
formance of bilateral mastectomy for breast 
cancer. 

(1) Cancer located in the medial hemi- 
sphere of one breast. 

(2) Cancer anywhere in one breast with a 
history of arrested or controllable cancer else- 
where in the body which is entirely unrelated 
to the presence of cancer in the breast. 

(3) Cancer anywhere in one breast with a 
history of known or suspected premalignant 
disease in the opposite breast.? 

(4) Cancer anywhere in one breast with a 
dominant lump present in the contralateral 
breast. 

(5) Simultaneous bilateral breast cancer 
which is clinically stage I, on each side. 

(6) “Occult” breast cancer in one 
breast.8 2° 

To these indications may be added as an 
equivocal indication the situation of a pa- 
tient with cancer in one breast who presents 
a strong family history of cancer or a tamily 
history of breast cancer. 

Three years ago, the senior author was un- 
expectedly required to plan and carry out 
an appropriate surgical operation on a case 
of bilateral simultaneously occurring, appat- 
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ently primary breast cancer. The choice of 
attack which proved subsequently to be a 
happy one, was the performance of a simul- 
taneous bilateral radical mastectomy carried 
out by two surgical teams, resecting in con- 
tinuity the entire pectoral area. The large 
central defect was immediately covered with 
two large thick-split-skin grafts (Figs. 7, 8, 9 
and /0). The questions arising and decisions 
made during this episode were extremely pro- 
vocative and led to further thought concern- 
ing the technic of bilateral mastectomy in gen- 
eral, which was crystallized in the performance 
of four subsequent bilateral mastectomies for 
unilateral cancer by a technic which is to be 
reported in this paper. A perusal of the lit- 
erature, and a limited correspondence with 
those authors reporting bilateral cases, re- 
vealed a lack of unanimity about a favored 
technic and definite reluctance toward simul- 
taneous bilateral operations and resection in 
continuity. With the exception of Pack, who 
advocates a bilateral simultaneous resection in 
continuity, most surgeons favored consecutive 
operations and preservation of a central pre- 
sternal zone of chest integument and _ tis- 
sue.7# IS 22.36.38 4143 short while thereafter, 
the senior author was privileged to observe a 
bilateral mastectomy for unilateral breast can- 
cer, done at one sitting, but through separate 
vertical incisions on each side, as recom- 
mended by Harrington. Study of the re- 
sected specimens later in the laboratory, re- 
vealed the unsuspected presence of a major 
cancer nodule in the parasternal breast tissue 
on the cancer-involved side which was barely 
4 mm. from the limits of surgical resection, 
but which might have been adequately re- 
moved with a safe margin by bilateral resec- 
tion in continuity. Additional resection of 
tissue had to be done at a second sitting and 
the subsequent rapid deterioration of the pa- 
tient further highlighted the unfavorable as- 
pects of this unfortunate circumstance. It has 
therefore seemed logical to the authors that 
much sober thought should be directed to- 
ward developing a sound surgical technic for 
the bilateral operation that will not violate 
principles of cancer surgery. If this is not 
done, and if extemporaneous surgical impro- 
visations are relied upon, inadequate and pos- 


SANDERS AND GRIFFIN: BREAST CANCER 


1085 


sibly cancer-disseminating operations will be 
the result. 

Statistical pessimism to the contrary, we 
feel that the radical operation for breast can- 
cer evolved by Banks, Moore, Halsted and 
Meyer, and recently augmented by Haagen- 
sen, remains the most nearly ideal resection 
for breast cancer yet conceived.'* 4% Devia- 
tions from the rigid principles of this tech- 
nic are penalized by the hazards of inadequate 
cancer removal or actual dissemination of 
cancer. It follows then, that any addition 
such as the inclusion of the opposite breast 
to the anatomical scope of such an ideal re- 
section will fail of its purpose if it violates 
these principles or if it tempers the radical- 
ness of the original procedure. 

The four cardinal priciples emphasized by 
Halsted and Meyer are: 

(1) Excision of the skin over the entire 
breast. 

(2) Complete excision of both pectoral 
muscles. 

(3) Complete axillary dissection. 

(4) Removal of the excised tissucs in one 
bloc. 

To these principles, Haagensen has added 
the refinements of wide cutting of very thin 
skin flaps, wider skin excision, meticulous 
axillary dissection and numerous other tech- 
nical details, the logic and validity of which 
are well explained in his excellent paper and 
need no repetition here.'* 

TECHNIC 

The technic of bilateral mastectomy for uni- 
lateral cancer as conceived by the authors 
embodies a simple but complete mastectomy 
on the contralateral side, and a_ radical 
Halsted-Haagensen mastectomy on the cancer- 
involved side. Since skin grafting will always 
be necessary to complete the closure, thick 
split skin grafts are first cut from the thigh 
and an occlusive pressure dressing is applied 
to the donor site before beginning the mas- 
tectomy, in order to avoid inadvertent trans- 
plantation of cancer cells. The grafts are stored 
in sterile saline packs until needed. The skin 
incisions are then outlined on the chest in 
ink, employing a transverse Stewart incision 
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on the non-cancerous breast, which merges 
with a Haagensen-type incision outlined about 
the cancer-bearing breast (Fig. 1). Skin flaps 
are then cut very thin and very widely begin- 
ning on the lateral aspect of the non-cancerous 
breast, and resecting the innocent breast as 
completely and anatomically possible,' 
progressing trom the lateral chest wall me- 
dially, in other words, in a cancer-wards di- 
rection, but pausing at a safe distance (one 
hand-breadth) from the cancer margin in the 
involved breast before proceeding farther 
(Fig. 2). The simple mastectomy is thus com- 
pleted, except for medial detachment from 
the chest wall, before skin flaps are cut on the 
cancerous side. 


The skin flaps on the non- 
cancerous side are then replaced on the chest 
wall without tolding or kinking and are cov- 
ered with moist packs. 


Fic. 


Diagram of bilateral mastectomy incision outlined in a case 
of inner quadrant cancer (Case 4) and area of undermining 
necessary to elevate adequate skin flaps. 
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Next, the medial skin flap on the cancerous 
side is elevated, and the second intercostal 
space is exposed and entered just lateral to 
the sternal border (Fig. 2). The internal mam- 
mary node in this interspace is then sought 
for, removed, and examined at once by frozen 
section. If the node is involved by cancer, 
the cancerous breast is then removed by a 
careful and complete simple mastectomy! 
and the operation is terminated, closure being 
achieved without grafting if possible. X-ray 
therapy is given postoperatively to the axilla 
and supraclavicular areas on the cancerous 
side and to both internal mammary chains. If 
the node is uninvolved, the operation pro- 


Fic. 2 


Simple mastectomy completed, second interspace (X) on the 
cancerous side exposed, 


Resection in continuity of innocent and cancerous ny 
completed except for axillary dissection and detachment 0 
specimen from lateral chest wall. 
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ceeds as a radical mastectomy after the tech- 
nic described by Haagensen" completing the 
resection of the contralateral breast in con- 
tinuity with the cancerous breast (Fig. 3). At 
the conclusion of the radical operation, and 
alter the skin flaps have been replaced with- 
out tension, closure of the remaining defect is 
completed by the application of the previous- 
ly cut thick split skin grafts (Fig. 4). A large 
evenly distributed pressure dressing is then 
applied using a stent-type dressing of mechan- 
ics waste tied in place to fix the skin grafts 
firmly to their bed. 

The patients are allowed out of bed and 
are usually ambulatory by the second post- 
operative day. The dressings are removed on 
the seventh postoperative day at which time 
sutures and drains are also removed (Fig. 5). 


bi, 


Fic. 4 


Completed closure utilizing thick-split skin grafts cut prior 
to beginning mastectomy (grafted area is shaded). 


Fic. 5 


Photograph of patient L.S. (Case 4) on seventh postoper- 
ative day. 


Simple dressings usually suffice from then on. 

If the pathologist should discover unsus- 
pected cancer in the contralateral breast, post- 
operative x-ray therapy is given to the contra- 
lateral axilla and supraclavicular regions. The 
administration of x-ray therapy to the axilla 
and supraclavicular area on the  cancer- 
involved side await the demonstration by the 
pathologist of cancer involvement of the 
homolateral axillary lymph nodes in the re- 
sected specimen. 

CASE HISTORIES 

It is important to realize that these are consecutive 
cases of bilateral mastectomy for breast cancer but 
not necessarily consecutive cases of mammary cancer, 


Fic. 6 


Patient L.S. (Case 4) two months postoperative. 


Location 
of cancer 


Fos. 7 


Diagram of incision planned for simultaneous bilateral radi- 
cal mastectomy for bilateral simultaneous primary breast can- 
cers as in patient E.G.R. (Case 1). 
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Case 1.—Mrs. E. G. R., age 39, married, no preg- 
nancies, had a sister who had died of breast cancer. 
She was premenopausal. 

A small clinically benign nodule Ixl.2 cm. was 
found in the lower inner quadrant of the left breast 
and also a clinically benign nodule in the lower outer 
quadrant of the right breast, with a known duration 
of one week for each. 


Preliminary biopsy of each nodule was followed by 
heavy cauterization and sealing off of the biopsy 
wound. — Bilateral simultaneous radical mastectomy 
was performed by two complete surgical teams. The 
large central defect was closed by skin grafts. The 
postoperative course was uneventful. She was dis- 
charged on the sixteenth postoperative day. 


thay 
ry 


Fic. 8 


The extent of undermining necessary showing that it is im- 
possible to leave a central section of integument if a proper 
radical procedure is done. 


Fic. 9 


Diagram of closure showing the use of two large thick-split 
skin grafts to fill in the central area. 
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Pathological Findings.—Left breast, scirrhous car- 
cinoma stage I; right breast, intraductal carcinoma 
medullary type stage I. 

She is well without evidence of cancer 42 months 
later (Fig. 10). 


Case 2—Mrs. E. T. P., age 59, married, para II, 
gravida V, was postmenopausal. There was no fam- 
ily history of cancer. 

She had a history of intermittent bleeding of the 
left nipple for many years. There was no nipple 
bleeding for a six or seven-year interval, then recur- 
rence of bleeding during three weeks prior to exam- 
ination. She had had post-coital vaginal bleeding for 
three months. There was diffuse shotty change of 
both breasts with a poorly outlined mass in the upper 
central sector of the left breast, and stage I squamous 
cell carcinoma of the cervix. Complete bone survey 
and chest x-rays were negative. Preliminary biopsy 
was followed by cauterization and sealing of the biopsy 
wound. Bilateral mastectomy was done radical on 
the left, with skin graft closure. The postoperative 
course was uneventful. She was discharged the 
twelfth postoperative day. ‘The cervical carcinoma was 
subsequently treated by irradiation with complete 
control. 

Pathological examination disclosed scirrhous  car- 
cinoma of the left breast, stage I, and extreme fibro- 
cystic changes of the right breast with many intra- 
cystic papillomata. There was a stage I squamous cell 
carcinoma of the cervix. 

She was clinically free of cancer in both areas 37 
months later (Fig. //). 

Case 3.—Mrs. J. T. M., age 49, married, para VI, 
gravida VI, was postmenopausal and had no family 
history of cancer. 


A hard, poorly outlined lump was found in the 
upper middle hemisphere of the left breast. The 
right breast was not remarkable. 


Fic. 10 


Patient E.G.R. (Case 1) one year postoperatively. 
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Preliminary biopsy was followed by cauierization 
and sealing of biopsy wound. Bilateral mastectomy 
was done, radical on the left with skin graft closure. 
Internal mammary node biopsy was negative. The 
postoperative course was uneventful. She was dis- 
charged on the fourteenth postoperative day. 

Pathological examination disclosed a duct cell type 
adenocarcinoma of the left breast, grade III, stage I, 
and moderate fibrocystic change of the right breast. 

She is well and clinically free of disease 12 months 
later (Fig. 12). 

Case 4.—Miss L. S., age 44, single, no pregnancies, 
premenopausal, had had arrested pulmonary tubercu- 
losis three years before. Her paternal grandmother 
died of cancer, source unknown. Her maternal cousin 
died of lymphosarcoma. 

A bulky irregular mass 2x2 cm. was found in the 
Jlower and inner quadrant of the left breast. The 
right breast was essentially negative except for fibro- 
cystic change. Bone and chest x-rays were negative. 

Preliminary biopsy was followed by cauterization 
and sealing of biopsy wound. Bilateral mastectomy 
was done, radical on the left with skin graft closure. 
Internal mammary node biopsy was negative. The 
postoperative course was uneventful. She was dis- 
charged on the ninth postoperative day. 

Pathological examination disclosed scirrhous car- 
cinoma of the left breast, stage I, extensive chronic 
cystic mastitis of the right breast with multiple intra- 
cystic papillomat2 and extreme ductal dilatation. 

She was clinically free of disease 40 months later 
(Fig. 6). 


Case 5.—Mrs. W. B., age 35, married, para III, 
gravida II], was premenopausal and three and one-half 
to four months postpartum. Her paternal grand- 
mother died of breast cancer. 

She gave a history of painful nipples with each preg- 
nancy and inability to nurse; and mild lactation mas- 
litis with first pregnancy, area unknown. She noted 
a tender painful area of the upper nemisphere of the 


Fic. 11 


Patient E.T.P. (Case 2) two years postoperatively. 
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right breast three and one-half months postpartum. 
Examination revealed diffuse tender induration 3x5 
cm. in the upper hemisphere of the right breast sug- 
gestive of plasma cell mastitis. 

Preliminary biopsy was done with cauterization and 
sealing of biopsy wound, and bilateral simple mastec- 
tomy. The internal mammary node biopsy was posi- 
tive. Biopsy of the lower axillary nodes was negative 
bilaterally. Postoperative course was uneventful. X-ray 
therapy was begun on the second postoperative day 
to the right supraclavicular area and then directed 
to both internal mammary chains and to the right 
pectoral region in general and the right axilla. Bi- 
lateral surgical oophorectomy was performed on the 
tenth postoperative day. 

Pathological examination showed scirrhous carci- 
noma, grade III, duct cell type in the right breast; 
lobular hyperplasia, sclerosing adenosis, and marked 
fibrocystic changes in the left breast. Axillary node 
biopsy was negative bilaterally. The right internal 
mammary nodes? of the second interspace were posi- 
tive for cancer. 

It is too early for evaluation. All flaps and grafted 
areas are healing per primam. She was discharged on 
the fourteenth postoperative day. She has since had 
supervoltage x-ray therapy to both pectoral areas, 
axillae, mediastinum and neck, and remains clinically 
free of cancer 12 months later. 

Mrs. R. S. S., age 40, married, was para II, gravida 
II, and premenopausal. Her mother had adenocar- 
cinoma of the endometrium. 

There was a slight contour change of the right are- 
ola with slight nipple retraction of two weeks known 
duration. No mass was palpable in the breast. There 
was slight thickening in the upper central sector. 

Exploratory biopsy of the central sector revealed 
three discrete nodules 0.5 to 0.75 cm. in diameter 
each, each showing infiltrating carcinoma. The biop- 
sy site was cauterized and sealed. Radical mastectomy 
on the right was followed by simple mastectomy on 
the left with a separate set of instruments, both mas- 
tectomies being done through vertical incisions with- 
out grafting. 


Fic. 12 


Patient J.1.M. (Case 3) two months postoperatively. 
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Pathological examination disclosed occult cancer of 
the lobular infiltrating tvpe of the right breast, stage 
I, with an unsuspected major carcinomatous nodule 
apparently at the level of the fifth to sixth interspace 
in the medial hemisphere measuring 1.5x1.8 cm. and 
only 4 mm. from the medial margin of resection. ‘The 
central sector carcinomatous nodules were interpreted 
as intramammary metastases. 


No definite microscopic evidence of carcinoma was 
detected in the secondarily resected tissues. 

Widespread skeletal metastases were disclosed by the 
end of the second month postoperatively with subse- 
quent downhill course. 


DISCUSSION 


In a discussion about the employment of 
extensive and radical procedures in’ cancer 
surgery anywhere, an emotional revulsion to 
such mutilation is inescapable. A moment's 
thought will convince one however, that, as 
Pack has stated, the breast remaining after a 
radical unilateral mastectomy, is grotesque, 
cosmetically undesirable, and functionally use- 
less.4' 4 We have observed that unilateral 
mastectomy patients often express the wish 
that the opposite breast had been removed 
at the original operation; not a few have re- 
turned requesting removal of the remaining 
breast at a later date; and many, on being 
queried, admit that they find the surviving 
breast a nuisance. With the excellent pros- 
thetic replacements now available and in 
everyday use, a restoration as good as, or 
even better than nature originally provided 
is reasonably simple to achieve; simpler 
in fact, if both breasts have been removed, 
than if one remains. It is well to stress here 
that the extent of the undertaking should not 
intimidate the surgeon into discarding me- 
ticulousness in order to save operating time, 
and that the addition of the contralateral 
breast to the total surgical attack should in 
no way emasculate the vigor of the radical 
attack on the cancerous breast itself. The fear 
that the procedure will prove too formidable 
for the average patient we believe is un- 
founded, since it is a surface removal of an 
appendage, so to speak, and even token at- 
tention to surgical fundamentals of hemo- 
stasis, gentleness, conservation of body heat 
and moisture, and adequate blood replace- 
ment should obviate this onjection. The 
authors feel that it is far more likely that the 
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extensive operation will prove too exhaust- 
ing and exacting for the average surgeon, 
rather than the patient. All patients in the 
present group on whom the bilateral opera- 
tion was performed withstood the procedure 
as well as they would a classical radical uni- 
lateral procedure. The addition of the con- 
tralateral breast to the surgical attack added 
perhaps 45 minutes to the total operating 
time. No patient evidenced true shock at 
any time during or alter the operation. Blood 
replacement requirements were not increased 
appreciably over those expected in a radical 
unilateral mastectomy. The morbidity and 
postoperative discomfort was little if at all 
greater than any truly radical unilateral mas- 
tectomy in which skin grafting is done. 

Regarding the preference of some surgeons 
to do the operation in two stages, we feel that 
this is a violation of the principles of cancer 
surgery of resection in continuity. There is 
hardly any thoughtlul surgeon who does not 
admit the ever present possibility of surgical 
dissemination of microscopic cancer during 
even the most careful procedure. To do a 
radical procedure on a cancerous breast, then, 
after an interval, to attack the opposite breast 
by a procedure which must encroach in part 
on tissues already insulted and possibly con- 
taminated directly or embolically with can- 
cer cells from the previous operation, is un- 
thinkable, and has, we think, the same un- 
happy characteristics as has the procedure of 
supplementing a simple mastectomy on an 
unsuspected cancerous breast with a radical 
axillary and pectoral resection a few days 
later.75 

The question may be raised as to the proper 
status of bilateral mastectomy in relation to 
the clash of surgical philosophies between the 
“superradical” and “subradical” schools. We 
wish to point out that bilateral mastectomy 1s 
not an effort to remove existing unilateral 
cancer more completely, or by the physical 
extension of the operation, to increase the 
immediate surgical curability of unilateral 
cancer. The operation is definitely aimed at 
those seven to ten out of one hundred mas- 
tectomy patients who later on develop cancer 
in the opposite breast, and whose possible 
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salvage we feel is highly desirable. 


In the 


case ol medial hemisphere lesions, however, 
where the possibility exists of contralateral 
extension via lymphatics, veins or presternal 
mammary tissue bridges, the addition of re- 
section of the contralateral breast in continu- 
ity, done properly, tends to correct the well 
known deliciency of the radical Halsted pro- 
cedure in its medial limits of resection.4° 


Until statistical proof is available of the 


elfect of superradical operations on the cura- 
bility rate in unilateral breast cancer, the 
operation of bilateral mastectomy, therefore, 
offers the possibility of increased late salvage, 
and should offend no one except the ad- 
vocates Of a less radical primary surgical at- 
tack on breast cancer than classical radical 
mastectomy. 


SUMMARY 


Bilateral mastectomy as a surgical attack 


on breast cancer has logic and practicability, 
and offers the chance of increasing the long 
term survival rate in breast cancer. The oper- 


ation of 


bilateral mastectomy for cancer 


should be a planned procedure which should 
follow accepted principles of cancer surgery 
and should not detract from the vigor of the 
primary surgical attack upon the cancer- 
bearing breast. The operation should be done 
in one stage resecting all tissues in continuity. 
A technic for bilateral mastectomy for breast 
cancer based on these principles is described 
and illustrative case reports are presented. 
The dangers of relying on extemporaneous or 
improvised technics when bilateral mastec- 
tomy is indicated have been pointed out. 
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DISCUSSION (Abstract) 


Dr. Charles Eckert, St. Louis, Mo.—The extension of 
radical mastectomy to include simple removal of the 
opposite breast can be justified either as prophylactic 
surgery which attempts to remove the possibility of 
occurrence of a second primary lesion, or as a logical 
extension of the usual radical operation for breast 
cancer, insofar as lymphatic communications have long 
been known to exist An addi- 
resultant 


between the breasts. 
is the one of symmetry, with 
difficulty in dress and posture. 


tional factor 


It is true that in 7 to 10 per cent of cases bilateral 
cancer may be anticipated. Foote and Stewart have 
stated that the most frequent precancerous lesion of 
Pathol- 
ogists formerly believed the cancer occurring in the 
second metastatic. At present in the 
majority of cases, the second cancer is thought to be 
another primary tumor. Therefore it would 
that this measure must be considered principally as 
prophylactic surgery. The effectiveness of such a 
procedure can be determined with certainty only when 
a large series of cases has been followed over a long 
period of time and compared with a control series 
treated by unilateral radical mastectomy, carefully 
followed, the second cancer being operated upon when 
clinically evident. To my knowledge no such evi- 
dence is available today. 


the breast is a growth of the opposite breast. 
breast to be 


sccin 


It should be emphasized that simple mastectomy, as 
commonly performed, is not an effective procedure in 
complete removal of breast tissue. Warren, in his 
study of the relation between chronic cystic mastitis 
and cancer, showed that simple mastectomy did not 
absolutely insure against the later development of 
cancer (Surgery, Gynecology, and Obstetrics, 1940). 
This is undoubtedly the result of cancer developing 
in breast tissue left on skin flaps and can be over- 
come by wider removal of skin and careful formation 
of flaps free of breast tissue. 

The possibility that an unsuspected cancer may be 
found in the contralateral breast has also been noted. 
If frank cancer is found, simple mastectomy may be 
insufficient to cure the lesion, and indeed may preju- 
dice the chance for cure (Lockhart and Ackerman). 

Cosmetic considerations are of lesser importance. 
Most women are resistant to the suggestion that both 
breasts be removed, although when done in stages 
they are usually gratified at the results. Once the 
value of this measure has been soundly established it 
should be easy through education to overcome this 
resistance. 
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SURGICAL REPAIR OF DENUDED 
PENIS AND SCROTUM* 


By Avex L. Finkir, M.D.* 
Savannah, Georgia 


Traumatic avulsions of penile and scrotal 
skin, usually resulting from injury by farm 
or industrial machinery, are more frequently 
the cause of genital denudation than are in- 
fections, ischemia or chemical necrosis. Up 
to 1942 only 13 cases of concomitant avulsions 
of the penile and scrotal skin had been re- 
corded in the literature.'’ By 1950, some seven 
additional cases had been listed.? Since then, 
publications containing 12 instances of such 
cutaneous loss have been encountered.* 7 In 
all, a total of 53 cases of avulsion of the skin 
of the shaft of the penis or of the scrotum was 
found in print by Gay and Oates,> in 1950. 
Recently Hayman® added a case of total loss 
of penile and scrotal integument. 

The unhappy victim of this unclothing of 
the genitalia is totally disinterested in the 
statistical rarity of his problem. He is, at the 
time, 100 per cent afflicted! 

Surgical repair should be undertaken as 
promptly as possible, both to achieve expe- 
dient recovering of the external genitalia’? and 
also to avoid undue prolongation of psycho- 
logical depression.* The mental disquictude 
may be inadvertently aggravated, should the 
patient suspect dalliance or uncertainty re- 
garding successful outcome of therapy on the 
physician’s part. 

Surgical Repair. — Obviously the surgical 
method must be adapted to the presenting 
problem. The presence of infection is tradi- 
tionally regarded as a limiting factor to im- 
mediacy and extent of plastic surgical inter 
vention.'° However, even with complicating 
infection, prompt reconstruction in this area 
may often be possible, provided that wound 
drainage be adequate and antibiotic therapy 
effectively Whether remnants 
of scrotal tissue are to be found bears great 
importance regarding spontaneous repair in- 
asmuch as the scrotum possesses excellent 
regenerative power.!> 16 


*Received for publication March 18, 1953. 
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In essence, split-thickness grafts are used to 
replace penile skin.? It is generally agreed 
that this is a procedure of choice.“ Implanta- 
tion of the penis into a tunnel of anterior 
scrotal skin can often be done as soon as the 
patient is hospitalized.t Other technics for 
restitution of penile skin, some quite intri- 
cate, are said by their exponents to provide 
good results.' It would seem prudent to select 
the simplest form of replacement of penile 
skin that offers good functional and cosmetic 
result. Bruner was successfully able to avoid 
use of a skin graft in penile skin renovation in 
his case by suturing the mucosal collar of skin 
remaining at the coronal sulcus to remnants 
of pubic and scrotal skin.® 

Specilically, according to Baxter, Hoffman, 
Smith and Stern,® split-thickness dermatome 
grafts, 0.016-0.018 of an inch in thickness, are 
best for covering the denuded penis. Greater 
thicknesses of skin (0.018-0.028 inch) are sug- 
gested by Douglas.* The phallus is held taut 
by an indwelling urethral catheter so that the 
full length of the shaft is covered by the graft. 
The skin graft itself is applied loosely around 
the circumference of the penis. Serrations are 
made in the grafted skin at its approximation 
with the base of the penis. These irregulari- 
ties are likewise created at the sites of apposi- 
tion of graft to mucosa of the coronal sulcus 
in order to prevent constricting bands of scar 
tissue. After the penis is encased by the graft, 
interdigitations are aligned at the dorsal as- 
pect of the penis'! where the graft edges are 
united with fine sutures. This will vitiate a 
dorsal cicatricial ridge and a potential curling 
effect from subsequent scarring.'* At most, 
the degree of dorsal curvature would thus be 
limited, and coitus would not be impeded." 
Caution is urged against attempting to draw 
any remnant of uninvolved distal penile skin 
on to the shaft of the phallus for the purpose 
of joining this residual skin to a narrow 
graft. Such a maneuver could give rise to a 
deforming, painful mass with dorsal curva- 
ture of the distal end of the penis."! 

Dermalon® sutures for holding the graft in 
place are recommended.® In our experience, 
no sutures of any kind are required.* The 


*This plan was devised by Dr. Wm. H. Lippitt of Savan- 
nah and the author. See Case 1 of this paper. 
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penis is maintained on upward stretch, after 
the graft has been applied, by an indwelling 
Foley catheter that is taped to a cradle which 
keeps the bed linens from contact with the 
patient’s abdomen and extremities. The Foley 
catheter is preferred* to a red rubber urethral 
catheter held in situ by taping it to the glans 
penis.® Finally, we believe that no dressings 
are necessary around the penile graft,* in 
contradistinction to those who advise pres- 
sure dressings.® 11 15 

With regard to scrotoplasty, the physiologi- 
cal thermoregulatory function of the normal 
scrotum should, ideally, be emulated by that 
constructed surgically as a replacement.® Bax- 
ter et alii take active consideration of this fea- 
ture in surgical reformation of the scrotum 
in young men in an effort to maintain fertil- 
ity.” On the other hand, Davis and Berner 
regard it as folly to assume that any scrotal sac 
fashioned surgically could serve effectively in 
preserving spermatogenesis,’ especially since 
the action of the dartos cannot be simulated 
by grafted skin.6 Therefore, the latter au- 
thors and others ignore this scrotal function 
in their methods of repair, 1417 thus of- 
fering simpler technics for covering the ex- 
posed testicles than that presented by Baxter 
et alii.” 

Whatever skin coverage is provided for the 
testicles and spermatic cords must cloak these 
structures adequately and without tension or 
constriction. Protection against — testicular 
trauma by the new integument is mandatory. 
Finally, the comfort of the patient in any 
bodily position or activity must be pre- 
served.!# 

Fundamentally, the basis of most surgical 
scrotoplastic methods consists of subcutaneous 
implantation of the testicles into the antero- 
mesial aspect of each groin.1? 9151417 
testis is placed higher than the other so that 
no trauma occurs when the legs are brought 
together. The location of the testes in the 
groins should optimally be as far posterior as 
the spermatic cords will stretch without ten- 
sion, thus permitting maximal abduction of 
the legs.1 Placement of the testicles subcu- 
taneously can be done as a one-stage operation 
(at the same time the penile skin graft is 
applied), often utilizing a perineal incision 
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for reducing tensfon of groin skin and tor 
gaining latitude in forming the testicular 
beds. Douglas’ was able to fashion a scrotal 
sac from thigh flaps in the single, primary op- 
eration. 

Two-stage operations are commonly re- 
quired if the testes are to be contained within 
a pendulous sac, or if maximum advantage 
is to be taken of pedicle tlaps developed surgi- 
cally trom the upper thighs. In the latter sit- 
uation, grafts are taken from distant donor 
sites (at the time of primary operation) for 
coverage of the denuded areas from = which 
the pedicle tlaps were raised. When the thigh 
flaps are tinally released (in 10-14 days) tor 
completion of the scrotal sac, the wound 
edges at the bases of each flap are simply re- 
approximated with sutures. If further skin 
be required to form a scrotum and if the 
premise be held that thermoregulation is at- 
tainable by an “artificial scrotum,”? the skin 
of the suprapubic area is thin enough and 
sufficiently similar to original scrotal skin to 
justify this choice of donor site.” 


CASE REPORTS 


Ot the three cases to be presented, two 
were the author's and one was kindly made 
available by Drs. W. Crawtord, Jr., L. Freed- 
man and [. Victor of Savannah.  Scrotal 
denudation was spontaneous in two cases, 
in which partial loss of penile skin was also 
present. In an instance of scrotal and penile 
clephantiasis the scrotum was excised and the 
penis was intentionally denuded. 


Case 1.—W. L. M., a 41-vear-old Negro, was referred 
October 15, 1952 for relief of early necrosis at a por- 
tion of a 26-pound scrotum. A 16-year history of pro- 
gressive scrotal and penile enlargement was elicited. 
In 1950, study at the Medical College of Georgia re- 
sulted in the diagnoses of lymphopathia venereum and 
granuloma inguinale. There, over a five-month period, 
112 grams of aureomycin was given, resulting only in 
temporary regression of the scroto-penile lymphedema 
and of ephemeral closure of draining scrotal sinuses. 
No treatment was sought for two and a half vears, 
during which time tissue breakdown had_ progressed 
gradually at the left scroto-inguinal junction. 

Past history and systems review were negative. 

Physical examination revealed a huge scrotal sac 
with rugal folds on its surfaces. It measured 37 cm. 
from the symphysis pubis to its distal edge; 20 cm. at 
its greatest transverse diameter; and 15.2 cm. in antero- 
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posterior dimension. At the left inguino-scrotal fold, 
a beefy-red, elevated, friable, necrotic, ulcerated, 
foul-smelling lesion was seen. The urethral meatus 
was encased within a whitish, rubbery crater located 
at the right antero-lateral border of the scrotum, 35 
em. below the bladder neck, as determined by the 
length to which a No. 10-F ureteral catheter could be 
passed before clear urine began to drip. Rectal ex- 
amination was negative. Figure / depicts preoperative 
status. 

Red blood cell count was 2,500,000. Leukocyte and 
differential determinations were normal, as were urin- 
alysis, serum non-protein nitrogen and_ intravenous 
pyelograms. Cystourethrograms, made by means of a 
radiopaque dye instilled into a ureteral catheter 
passed into the urethra, demonstrated a normal blad- 
der and prostatic urethra. The urethra measured 33 
cm. from the verumontanum to the external meatus. 
‘Two separate Frei tests were negative. Smear and 
biopsy of the ulcerated groin lesion failed to show 
Donovan bodies. 

On October 24, the scrotum was amputated, as were 
the terminal four inches of the penis. The testes 
were placed subcutaneously in each anteromedial 
thigh; the penis was left under the suprapubic skin. 
Histopathologically, squamous cell carcinomatous de- 
generation was found in the groin lesion, but all of 
this neoplasm appeared to have been excised. On No- 
vember 24, the penis was freed and an abdominal wall 
donor site was used for a rectangular split-thickness 
skin graft of 0.010 inch. This was wrapped around the 
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penis; it “took” perfectly. The final result’ is shown 
in Figure 2. 

Follow-up examinations reveal that sexual and 
urinary functions are perfect. Occasional urethral dil- 
atations are necessary to prevent meatal stricture. 

di-vear-old Negro had developed tre- 
mendous scroto-penile elephantiasis over a 
16-year-period due to lymphopathia venereum 
and granuloma inguinale. Squamous cell car- 
cinomatous degeneration had developed at 
the left inguino-scrotal fold. Surgical ampu- 
taton of the 26-pound scrotum and part of 
the 33-cm.-long penis was performed. Re- 
placement of penile integument by a split- 
thickness skin graft from the anterior ab- 
dominal wall resulted in good sexual and 
excretory function of the phallus. The testi- 
cles were implanted subcutaneously in the 
groins. 

The concomitancy of lymphopathia vene- 
reum and granuloma inguinale as etiological 
lor scroto-pentle elephantiasis is unusual, 


Even more so is a secondary carcinomatous 
degeneration of part of the scrotum. The 
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principles of plastic surgical repair applied 
here were apparently adequate, as attested by 
the good postoperative functional result. 


Case 2.—H. B., a 54-year-old Negro, was seen in 
consultation at Charity Hospital, Savannah, Novem- 
ber 20, 1952, for penile enlargement and scrotal swell- 
ing of 14 days’ duration, in addition to partial scrotal 
necrosis that had developed during the five days pre- 
ceding hospitalization. Good health was said to have 
prevailed until two weeks before, when high fever 
suddenly occurred, lasting for one day. The genitalia 
then began to enlarge, the penis more so than the 
scrotum, until the former became six times greater 
than normal size. No therapy was sought. Five days 
prior to hospitalization, “the right side of the bag 
began to rot away.” Genitourinary difficulties and his- 
tory of venereal disease were stoutly denied. 

Past history and systems review were negative. 

Only a moderately distended bladder and the gen- 
italia proved to be abnormal upon physical examina- 
tion, ‘The uncircumcised penis measured nine inches 
in length, from base to urethral meatus, and three 
inches in diameter. ‘The corpora felt indurated 
throughout the entire length of the shaft. The left 
scrotal compartment, cord and testis were normal, 
but the right anterolateral scrotal skin was absent 
from the anterior raphe to the inguino-scroto-perineal 
fold, extending to within 2 cm. of the posterior raphe. 
The debris-coated spermatic cord and _ testicle were 
exposed up to the external inguinal ring. Rectal ex- 
amination was negative. Figure 3 demonstrates the 
preoperative status, 

All laboratory data were normal, except for 30 white 
blood cells per high power field in the centrifuged 
urinary sediment. 


Filiforms were passed into the urethral meatus, but 
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would not move beyond dense strictures located 2 cm. 
proximal to the meatus. On November 21, 1952, a 
suprapubic cystostomy was done. Slashes were then 
made longitudinally in the penile skin, but no ex- 
travasated urine was encountered. Scarred skin was 
excised from the coronal sulcus in the form of a crude 
circumcision. The edges of the right scrotal com- 
partment were debrided and drainage incisions were 
made in the perineum and in the bluntly undermined 
right inguinal region. 

On December 18, 1952, grafting of skin to the penile 
shaft was planned. At operation, however, it proved 
impossible to denude Buck’s fascia to form a clean bed 
for the graft. As deeper incisions were made into the 
corpora cavernosa, only dense scar tissue was met. 
Therefore penile amputation was done, reaching the 
level to be removed by cutting slices off the urethra 
until a patent channel was reached. This resulted in 
a 2-cm. stump of penis into which a No. 22-F in- 
dwelling urethral catheter passed easily. The scrotum 
was now repaired by bluntly freeing all the skin at 
the anterior and posterior aspects, making several 
counter incisions and approximating the edges as a 
foreshortened, right antero-lateral scrotal surface. 

The pathological report of the amputated portion 
of penis was “extreme fibrosis, chronic inflammation 
and epithelial hyperplasia involving penile skin, cor- 
pora cavernosa and urethra; multiple urethral fis- 
tulae.” 

Recovery was uneventful. The urethra has regular- 
ly accepted a No. 24-F metal sound on several follow- 
up visits. The scrotum was well-healed. Sexual inter- 
course has been accomplished satisfactorily. Figure 4 
illlustrates the postoperative result. 

A 54-year-old Negro who denied urinary 
difficulties was found to have impassable 
urethral strictures. Chronic urinary extrava- 
sation had extended subcutaneously into the 
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penis, resulting in dense fibrosis of the cor- 
pora cavernosa. Presumably late intra-scrotal 
urinary extravasation had caused denudation 
of the skin and necrosis of the right antero- 
lateral scrotal wall, the event which finally 
led the patient to seek medical attention. 
Suprapubic cystostomy, followed three weeks 
later by penile amputation, resulted in cor- 
rective urinary excretion through the penile 
urethra. The scrotum was readily closed by 
approximating widely separated edges of re- 
sidual scrotal tissue. 


The course of the extravasated urine and 
its final effects were highly unusual in this 
case. The remarkable regenerative and heal- 
ing powers of scrotal remnants were demon- 
strated by the simplicity of the surgical pro- 
cedure accomplishing a satisfactory result. 


Case 3.—D. J., a 48-year-old Negro, was seen in con- 
sultation by Dr. I. Victor at Charity Hospital, Savan- 
nah, November 27, 1952 for treatment of subcutaneous 
urinary extravasation in the perineum, genitalia and 
suprapubic abdominal area, extending up to both 
flanks. History given by the wife described nocturia 
and difficulty in initiating urination for four months, 
during which only “two shots” had been given as 
treatment. For two weeks prior to hospitalization 
here, marked narrowing of the urinary stream, fre- 
quent bouts of chills and fever, occasional nausea and 
vomiting and markedly decreased food and fluid in- 
take had supervened. 

Past history revealed that gonorrhea had been con- 
tracted several times during youth. No immediate or 
delayed treatment for these infections had _ been 
sought. 

Physical examination disclosed an acutely and chron- 
ically ill, dehydrated patient whose temperature was 
100.°. The lower abdominal wall was markedly “in- 
durated” and the skin was edematous up to both 
flanks. The uncircumcised penis and the scrotum 
were enlarged by edema to twice normal size. Rectal 
examination revealed only slight enlargement and 
tenderness of the prostate. 

Red blood cell count was 4,000,000 and leukocyte 
count 11,000. Serum nonprotein nitrogen of 75 mg. 
per 100 cc., and fasting blood sugar of 260 mg. per 
100 cc. were recorded. Urinalysis showed 1-plus al- 
bumin, 2-plus sugar, positive reactions for acetone 
and diacetic acid; and 40-50 white blood cells per 
high power field in the centrifuged sediment. 


The next day suprapubic cystostomy was done, as 
were multiple incisions for drainage of the perineum 
(where a periurethral abscess was found) and of the 
suprapubic areas. The drainage was profuse and foul- 
smelling. Filiforms would not pass beyond dense bul- 
bomembranous urethral strictures. 

Within two days postoperatively, the suprapubic 
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abdominal wall, for 4 cm. around the cystostomy tube, 
began to slough down to the bladder (Fig. 5). Skin of 
the penis, scrotum and perineum became macerated, 
and partial, superficial denudation developed at these 
sites, as shown in Figure 6. During each of the first 
three postoperative days, 500 cc. whole blood was 
given as was 45 units protamine zinc insulin and 4 cc. 
dicrysticin® daily. ‘The hormone and the antibiotics 
were continued. Within ten days, blood sugar had 
fallen to 168 mg. per 100 cc. and nonprotein nitrogen 
to 45 mg. per 100 cc. Despite high protein diet, blood 
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transfusions and further supportive therapy, general 
deterioration continued, but skin sloughing did not 
progress. On December 25, 1952, erythromycin, 100 
mg. every six hours was begun; no appreciable effect 
could be detected. (Unfortunately, no bacteriological 
culture studies were made.) Although afebrile during 
the latter five weeks of hospitalization, a pulse rate 
of 130 per minute was maintained. 

On December 30, 1952, split-thickness skin grafts 
from the thighs were taken by Drs. W. B. Craw- 
ford, Jr., and L. Freedman to cover the suprapubic 
abdominal area, the penis, scrotum and the perineum. 
By January 7, 1953, a “graft take” of 80 per cent was 
estimated. The patient suddenly died that day. Au- 
topsy permission was not granted. 

A 48-year-old diabetic Negro with severe 
urethral strictures suffered extensive urinary 
extravasation into the perineum, genitalia, 
suprapubic and flank areas for at least four 
months before hospitalization. Suprapubic 
cystostomy and incision of the extravasated 
sites were performed promptly. Within two 
days after operation, skin sloughing de- 
veloped. Most of the penile, anterior scrotal, 
suprapubic and perineal skin was lost. In- 
sulin, antibiotics, blood transfusions and sup: 
portive therapy failed to effect improvement. 
Apparently the antibiotics suppressed febrile 
response, but rapid pulse rate persisted 
throughout the hospital stay. Eight days 
following skin grafting over the affected 
areas, which retained this coverage rather 
well, death occurred. Autopsy was not al- 
lowed. 

Because of the patient’s general debility 
and therapy-resistant bacterial infection, ex- 
tensive skin loss of the genitalia (and nearby 
areas) ensued. Had the patient survived, the 
technics of covering denuded areas by split- 
thickness skin grafts bore promise of effec- 
tiveness. 


DISCUSSION 


Little dispute appears warranted regarding 
the usefulness of split-thickness skin grafts 
for replacement of penile integument. Slight 
variations in technic and in postoperative 
care exist. However, the procedures for surgi- 
cal formation of scrotal skin are contested. 
Consensus prevails concerning the unlikeli- 
hood of preservation of scrotal thermoreg- 
ulatory function by any form of substitute 
skin. Finally, it seems reasonable that the 
fewer operations required for constructing a 
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scrotum, consistent with good result, the bet- 
ter the plan. 

As excerpts from methods previously pub- 
lished and by contributing a modification of 
our own,* the tollowing surgical scheme for 
plastic development of a scrotum is proposed: 


At the primary operation, in which the lost 
penile integument is replaced, pedicle flaps 
are to be raised from each thigh. The base 
of the flap from the left thigh is started as a 
straight line, several centimeters below the 
pubic tubercle, progressing inferiorly along 
the mid-line of the medial aspect of the thigh. 
Then, in rectangular form, the width of the 
flap is determined by two parallel incisions 
proceeding laterally across the medial to an- 
terior thigh aspects, to desired length. Figure 
7 illustrates this mancuver, 

The direction of the base line of the pedi- 
cle flap to be raised trom the right thigh fol- 
lows, approximately, the upper course of the 
right gracilis muscle. Again the two parallel 
incisions made perpendicular to the base line 
determine the width of the flap; these proceed 
in posterior to lateral direction, as demon- 
strated in Figure 7. 

The flap elevated trom the right thigh is 
simply lifted upwards, its attached base line 
being the fulcrum, so that it is placed over 
the anterior aspect of the spermatic cords and 
testes as the frontal covering for the new 
scrotum. Using the base attachment of the 
left thigh flap as its pivot, this flap is allowed 


*Dr. Wm. H. Lippitt of Savannah deserves main credit for 
this suggested technic. 
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to fall downward so that it may be stretched 
toward the right leg, thus forming the pos- 
terior covering for the new scrotum. 

Split-thickness skin grafts from any donor 
site are used to cover the raw beds of the 
pedicle flaps raised from each thigh. 

At the final operation (second stage) the 
base lines of each thigh flap are simply ex- 
cised. The edges of the defect on each thigh 
are sutured. 

Attention is drawn to the fact that in this 
method the weight of the testicles is borne up- 
on areas of best blood supply, namely, upon 
the base lines of each flap. This makes for 
greatest safety in healing of suture lines, as 
emphasized by Douglas.? 


SUMMARY 


Denudations of penile and scrotal skin, 
with principles and technics of surgical re- 
pair, are discussed. Three cases in which this 
problem was encountered are summarized. A 
modification of the pedicle graft method ol 
forming a new scrotal sac from the thighs is 
described. 
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SUBACUTE DISSEMINATED LUPUS 
ERYTHEMATOSUS IN THE 
NEGRO MALE* 


REPORT OF A CASE 


By Warren Linpau, M.D. 
Coral Gables, Florida 
Disseminated lupus erythematosus rarely 
occurs in the Negro male, only four cases hav- 
ing been reported. The rarity of this occur- 
rence makes a fifth such case worthy of re- 
porting. 

The first authenticated case of disseminated 
lupus erythematosus in a Negro male was re- 
ported by Vesey and Nelson! in 1950. Pastor, 
Sloane and Goldburgh? reported two addi- 
tional cases. Irby, Hennigar and Kirk* re- 
corded the disease in a 52-year-old man. Re- 
view of the literature has not revealed any 
further proved reports of this disease in a 
Negro male. All of these cases were of the 
acute form of the disease. 

The present case was diagnosed ante-mortem 
on clinical findings, and the diagnosis was cor- 
roborated by a positive L.E. test. Autopsy ex- 

"Received for publication March 20, 1953. 
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amination contirmed the diagnosis. It was of 
the subacute type, the patient surviving for 
three years after onset of the illness. 


CASE REPORT 


A 33-year-old Negro male postal clerk was hospital- 
ized on November 28, 1949, after three days of fever 
and chills, cough and night sweats. For the previous 
vear he had suffered intermittent stiffness and painful 
joints, as well as pain in his left lower chest. In May 
1949 he developed periodic epigastric pain with retro- 
sternal radiation, and he lost 55 pounds over the fol- 
lowing six months. 

Physical examination on admission revealed a febrile 
Negro male with the physical findings of consolidation 
over the left lung base posteriorly. “The heart was en- 
larged to the left and slightly to the right. A to-and- 
fro friction rub was audible in the third interspace to 
the left of the sternum. There was no evidence of 
skin lesions, arthritis, significant lymph adenopathy, 
or splenomegaly. 

The urine contained four-plus albumin, innumer- 
able red cells and 25-30 white cells per high-power 
field. ‘The red blood count was 3,610,000 the 
hemoglobin was 10.5 gm. ‘The white blood count: was 
9,900 with a normal differential. ‘he sedimentation 
rate (Wintrobe) was 26 mm. per hour corrected. ‘The 
blood sugar was 147 mg. per cent (repeated blood 
sugar determinations were done, none of which were 
elevated) and the blood urea nitrogen was 18.5 mg. 
per cent. ‘The total protein was 8.10 gm. per cent 
with an albumin of 3.37 gm. per cent and a globulin 
of 4.43 gm. per cent. ‘There was a phenolsulfonphthal- 
cin excretion of 15 per cent in 15 minutes. Serologic 
test for syphilis (Kahn) was negative. X-ray and 
fluoroscopic studies demonstrated pericardial effusion; 
also, there was a slight amount of pleural effusion at 
the left) base. electrocardiogram revealed non- 
specific To wave and ST segment changes that were 
interpreted as being consistent with subacute peri- 
carditis. 

Course.—Pericardial tap on the fourth hospital day 
confirmed the roentgenologic diagnosis of pericardial 
effusion, 120 cc. of thin sanguineous fluid being aspi- 
rated, which showed 4,550 white blood cells per cu. 
mm. (83 per cent neutrophils). Skin testing with first- 
strength PPD was negative; second-strength PPD (tu- 
berculin) was positive (four plus). 

The patient’s temperature had returned to normal 
by the ninth day of hospitalization, and remained 
normal for the remainder of his hospitalization, except 
for an occasional spike of 101 or 102,° and a fever of 
103° that lasted for several days and improved co- 
incidentally with the administration of procaine peni- 
cillin. He developed a progressive anemia that neces- 
sitated frequent infusions of red cell suspension. He 
also had a transient episode of inflammation of his 
right ankle, which lasted for only one day. 


Three more pericardial taps were performed. All 


cultures (for acid-fast bacilli and pyogenic organisms) 
and guinea pig inoculations of the pericardial fluid 
were negative. The possibility of lupus erythematosus 
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was considered and skin and muscle biopsies were 
done, but these showed normal tissue. This possibility 
was then discarded. When the patient was discharged 
on June 16, 1950, after six months of hospitalization, 
he felt well. The only abnormal finding at that time 
was a mild anemia. The discharge diagnoses were peri 
carditis and nephritis, etiology undetermined. 


The patient had an uneventful course during his 
firs’ month after discharge. However, about one 
month prior to the second admission, he noticed oc- 
casional swelling of his knees and ankles. No dyspnea 
was associated with this ankle edema. One week prior 
to admission severe hoarseness appeared. The patient 
also developed right-sided chest pain at this time. 
Over the next few days he experienced increasing 
shortness of breath, accentuation of chest pain, low 
grade fever, profuse sweating, and continuation of 
hoarseness. He was readmitted to the hospital in 
August 1950. 

Physical examination at this time re- 
vealed the patient to be acutely and _ se- 
verely ill with a temperature of 103.2° 
and a respiratory rate of 42 per minute. 
There was dullness at both lung bases pos- 
teriorly. The blood pressure was 138/70 
and there was a short soft blowing systolic 
murmur over the entire precordium; how- 
ever, there was no friction rub. 

Radiograph of the chest revealed small 
pleural effusions bilaterally. The electro- 
cardiogram showed a tachycardia, but no 
evidence of pericarditis. Cardiac fluoros- 
copy showed no chamber enlargement. 
The urine contained red cells, white cells, 
and albumin. Laryngeal examination con- 
firmed the diagnosis of paresis of the right 
vocal cord. The total protein was 9.5 gm. 
per cent, with albumin 3.37 gm. per cent 
and globulin 5.08 gm. per cent. The white 
count was 10,800 with a normal differ- 
ential; the red blood count was 2,990,000 
and the hemoglobin was 9.5 gm. per 100 cc. 

The patient was treated with strepto- 
mycin without any response. He was 
started on ACTH on August 30, 1950 be- 
cause the clinical picture was characteristic 
of disseminated lupus erythematosus. 
Within 48 hours after the ACTH was be- 
gun the patient's temperature dropped to 
normal. The immediate response to 
ACTH gave further confirmation that 
the clinical impression was correct. 

On September 5, 1950, the patient de- 
veloped signs of an acute surgical abdo- 
men, the pain and tenderness being most 
marked in the right upper abdominal 
quadrant; the white count was 22,000. A 
flat plate of the abdomen did not show 
any sub-diaphragmatic air. This presented 
quite a problem and surgical intervention 
was considered. However, he was man- 
aged conservatively with sedation, Wang- 
ensteen suction and intravenous fluids. 
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ACTH was discontinued for a few davs. The patient 
returned to his previous state of relatively good health, 
It was later thought that this episode probably repre. 
sented a peritoneal serositis due to his lupus. ery- 
thematosus. 


During his hospitalization several attempts were 
made to decrease the dose of the ACTH gradually 
with the hope that he might be weaned from it 
completely and remain in remission. However, each 
time he had a relapse. In March 1951, after seven 
months of ACTH therapy, he had an exacerbation of 
his illness. It was thought that the adrenal cortex 
might have been exhausted by the prolonged ACTH 
stimulation, so the drug was discontinued and_ the 
patient was placed on 100 mg. of cortisone daily. He 
responded promptly to this change in therapy. 

In the eighth month of this hospitalization an LE. 
preparation was made according to the technic de- 


Fic. 1 


Rosette phenomenon and L.E. cells. 


Fic. 2 


High power view of a rosette from Figure J. 
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scribed by Hargraves#5 and used by the author in 
other instances.*6 It was markedly positive, showing 
very many clumps and L.E. cells (Figs. 1 and 2). The 
LE. cells were in various stages of development. On 
April 10, 1951, after three weeks of cortisone, the pa- 
tient was again treated with ACTH, with the thought 
that the two drugs (ACTH and cortisone) would be 
used alternately in order to prevent either prolonged 
stimulation and subsequent exhaustion, or prolonged 
replacement therapy and subsequent atrophy of the 
adrenals. However, after a few days of this therapy 
laboratory examination revealed a white count of 
3900 and numerous white cells and red cells in the 
urine. It was then decided to treat the patient with 
both ACTH and cortisone simultaneously. Three con- 
secutive white counts following the commencement 
of this regime were 3,900, 6,500 and 10,300. 

During the remainder of his illness the patient 
was treated with either one or the other, or both of 
the drugs. Rather than waiting for the onset of a 
definite relapse he was further observed by weekly 
white counts, hematocrit, and sedimentation rate de- 
terminations. Development of either a leukopenia, a 
progressive anemia, or increase in the sedimentation 
rate was considered an indication for the appropriate 
change in therapy. 

He had intermittent low grade temperature and 
malaise, but was ambulant most of the time. How- 
ever, in October 1951, the blood urea nitrogen began 
to rise. A few weeks later a small ulcer and cellulitis 
developed on the right ankle. The patient’s tempera- 
ture promptly rose after stopping ACTH and it had 
to be started again. The uremia was progressive, the 
blood urea nitrogen reaching a peak of 195 mg. per 
cent with a creatinine of 4.4 mg. per cent. The patient 
died in pulmonary edema on November 26, 1951, 
three years after the onset of symptoms. 


AUTOPSY 


The body was that of a_ well-nourished, well- 
developed Negro male. The abdomen was protuberant; 
there was a partially healed paracentesis scar in the 
right lower quadrant; and there was moderate pitting 
edema of both legs. There were 50 cc. of thin yellow 
fluid in the peritoneal cavity and numerous fine ad- 
hesions in the right lower quadrant. The pleural 
cavities were almost completely obliterated by dense 
adhesions, with the exception of a few loculated areas 
that contained straw-colored fluid and clear gelatinous 
material. The pleural membranes were thick and 


the interlobar fissures obliterated. There was also’ 


marked thickening of the pericardium with oblitera- 
tion of the pericardial cavity. The lungs showed 
marked edema and congestion. The heart weighed 
550 grams. The myocardium was very pale and flabby 
throughout, and there was dilatation of all chambers. 
The papillary muscles were also pale and flabby. The 
endocardium was thickened. There was shortening of 
the cusps of the mitral valve. There was an ab- 
normal increase in the mesenteric and preperitoneal 
fat. The stomach was dilated and the wall thin. The 
liver weighed 1,750 grams. It was smooth, dark red, 


*The test in this case was performed with the patient's 
Plasma and bone marrow from a patient with pernicious 
anemia in remission. 
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and congested, with a suggestion of nutmeg appear- 
ance on cut section. The spleen was slightly enlarged 
and soft. Each kidney weighed 250 grams. The cap- 
sules stripped easily, leaving a coarsely granular 
yellowish-red surface with numerous punctate dark red 
spots. The cut surfaces showed congestion of the 
cortical striations and the medulla. There was some 
increase in peripelvic fat. The testes were unusually 
small and soft. 


Microscopic Description—The lungs showed edema, 
congestion, and mild peribronchial fibrosis. In the 
heart, there was slight perivascular fibrosis and con- 
siderable edema fluid in the perivascular areas. The 
blood vessel walls were thick. The endocardium was 
markedly thickened by increased collagenous tissue that 
was infiltrated slightly by fibroblasts, lymphocytes, and 
a few histiocytes filled with pigment. The pericardium 
was thickened and showed similar microscopic findings. 
There were occasional areas showing interstitial infil- 
tration by large pale cells of the Anitschkow type. 
These were mainly perivascular in distribution. In 
the liver, there was central edema and congestion with 
thick-walled central veins, and a little fatty infiltra- 
tion. The hepatic cells were finely granular, with 
large nuclei. The gallbladder showed epithelial des- 
quamation. Several small arteries in the wall of the 
gallbladder showed fibrinoid necrosis and thrombosis. 
The follicles of the spleen were large, and the pulp 
congested. Many central arterioles showed an “onion 
skin” type of connective tissue degeneration. ‘The cap- 
sule was thick. The cortical lipoid of the adrenals 
was depleted. In the kidneys, the walls of the arterioles 
were thick. There was a fibrinoid necrosis involving 
the ground substance. Many glomeruli had a “silver 
wire” appearance. Many groups of tubules were di- 
lated and atrophic. There was general congestion and 
there were many small foci of lymphocytes. The med- 
ullary area showed an increase in the ground sub- 
stance. In the prostate, one peripheral area contained 
numerous small pale glands mixed with normal acini. 
Other sections of the prostate showed complete re 
placement of normal structure by small acini with 
uniform cuboidal epithelium. There was moderate 
degeneration of epithelial element of the testes. No 
abnormal cells were seen in the bone marrow. 

The pathological diagnoses were: (1) generalized 
lupus erythematosus; (2) occult adenocarcinoma of the 
prostate. 


DISCUSSION 


This case is reported as it is felt that the 
fifth case of disseminated lupus erythematosus 
in a Negro male should be recorded in the 
medical literature. This is the first reported 
case of the subacute form in a Negro male. 
Furthermore, there were several points of in- 
terest in this patient’s course that are worth 
noting. 


Peritoneal reactions suggesting an acute 
surgical abdomen have previously been noted. 
It has been thought that these were probably 
due to a peritoneal serositis.7_ However, the 
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findings in this case of several thrombosed 
blood vessels in the wall of the gallbladder 
are very interesting. As the abdominal pain 
and tenderness had been located in the right 
upper abdominal quadrant it seems very prob- 
able that these thrombi were the cause of this 
episode. It should be borne in mind that fi- 
brinoid degeneration of the connective tissue 
of the wall of the arterioles of various organs 
may lead to a reactive proliferation of the en- 
dothelium with subsequent thrombus.* 

The patient’s hoarseness was definitely cor- 
related with his illness, becoming worse with 
relapses. Laryngoscopic examination revealed 
vocal cord paresis. Review of the standard 
textbooks of otolaryngology reveals no men- 
tion of disseminated lupus erythematosus as a 
cause of hoarseness.* 1? 

The patient’s relapse (adrenal cortical ex- 
haustion) while receiving prolonged ACTH 
therapy (adrenal cortical stimulation) with the 
prompt response to cortisone (substitution 
therapy) is a possible complication of therapy 
that must be kept in mind. 

The patient’s death in uremia is a cause 
of death that will be seen with increasing fre- 
quency, now that the death in acute relapse 
can usually be prevented by the adrenocortico- 
trophic hormones. 

While it is not pertinent to the patient's 
major and fatal illness, the finding of an 
asymptomatic prostatic carcinoma was of in- 
terest. This is very unusual at this age. 


SUMMARY 


A case of disseminated lupus erythematosus 
in a Negro male is reported. The diagnosis 
was made clinically and confirmed by a posi- 
tive L.F. test. The autopsy findings were 
characteristic of the disease. This is the fifth 
proven case of a disseminated lupus erythe- 
matosus, and the first of the subacute form 
that has been reported in a Negro male. 
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MELORHEOSTOSIS LERI* 
REPORT OF A CASE AND A BRIEF REVIEW OF 
LITERATURE 


By Ricuarp D. SHapiro, M.D. 
WituiAmM H. Bernstein, M.D. 
and 
T. M. Berman, M.D. 
Miami Beach, Florida 


This entity consists of bone thickening or 
hyperostosis increasing from the proximal to 
the distal aspect of the bone and distributed 
along the side of the bones of an extremity. 
It was first described by Léri and Joanny! in 
1922 and because the x-ray picture suggested 
the appearance of tallow drippings along the 
side of a candle, the name “melorheostosis” 
was applied. The second reported case was by 
Lewin and MacLeod? in 1925 and since that 
time many isolated case reports of this condi- 
tion have appeared although there has been 
considerable confusion as to the inclusion ol 
truly specific cases. Spiegel and Koiransky* 
in 1950 reported that there were at least fifty 
cases in the literature including one case ol 
their own. 

This osseous abnormality is associated with 
a rather characteristic syndrome, a fairly deti- 
nite prognosis, and certain usually identified 
etiological clinical aspects. Significantly, there 
are no generalized manifestations of this dis- 


*Received for publication June 8, 1953. 
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ease and the initial diagnosis is usually made 
following the complaint of pain although sev- 
eral cases have been discovered quite by acci- 
dent. The pain is usually not severe nor con- 
stant but rather in the nature of a dull ache 
or even a feeling of discomtort. There is also 
usually improvement with rest. This is a pro- 
gressive disease of youth and of the growing 
years which becomes quiescent following this 
period. If the condition is initiated at a suffi- 
ciently early period in life, there may be 
shortening of the limb or unusual contour 
and curvature. There are frequently palpable 
swellings and at times the limb may appear 
larger and heavier than the opposite one. 
Rarely, there may be pressure upon nerve or 
symptoms of venous congestion and edema. 
There is usually no restriction of motion. 


Although cases have been reported which 
occurred in both lower limbs? it is essentially 
a disease of a single limb with an additional 
tendency to afflict one side of a single bone. 
The process may involve the carpal or phalan- 
geal bones in a linear fashion. 

Histologically there is a complete absence 
of any inflammatory process. The haversian 
system is usually distorted and bizarre but re- 
mains as the basic histologic pattern usually 
ina highly compact form. The distinguishing 
or fundamental pathologic feature is fibrotic 
infiltration of the trabecular structure of the 
bone and even fibrotic replacement of the 
marrow.” The microscopic appearance is, 
therefore, not significantly characteristic to 
present a differential diagnosis from other 
hyperostotic bone conditions such as Paget's 
disease, osteosclerosis, osteopoikilosis, or the 
ossifying periostitis of Garreé. 

The earliest x-ray findings are those of an 
irregular thickening along the cortex on one 
side of a bone with a stony opacity replacing 
normal bone structure. At first only the inner 
margin of the area of hyperostosis is irregular 
but later the mass expands and penetrates the 
periosteum to produce an irregular outer mar- 
gin as well. There may be heterotopic depos- 
its of calcareous material in the adjacent soft 
tissues particularly in the region of a joint. 
The significant change is a replacement of the 
normal reticular pattern by a dense homoge- 
neous opacity with a patchy linear distribu- 
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tion along one side of a bone. This has the 
characteristic contour of a wavy irregular out- 
line in the nature of wax drippings. Roent- 
genographically this entity may be confused 
with many other hyperostitic bone conditions 
including lues, osteosclerosis, Paget's disease, 
fibrous dysplasia, traumatic or infectious peri- 
ostitis, Osteogenic neoplasm, or Myositis Ossi- 
ficans. 

The etiology of the disease has not becn 
ascertained. There is no particular race or sex 
incidence and no definite hereditary trend. 
There has been an occasional association ol 
scleroderma with possibly some etiologic rela- 
tionship in these two entities. Various theories 
have been advanced to explain the pathology 
but that of Putti® is perhaps the most logical. 
He regards the pathology to be the result of 
local vascular obliteration produced by neuro- 
sympathetic vasomotor stimulation. It is well 
known to the roentgenologist that an increase 
in blood supply to a bone will result in osteo- 
porosis and that conversely a decrease in the 
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Reproduction of x-ray from the reported case revealing dense 
irregular cortical thickening of the humerus in the character- 
istic pattern of drippings.” 
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blood supply produces increased bone density 
or hyperostosis. Diminished vascularity re- 
sults in local asphyxia with resultant fibrosis 
and fibrous replacement. 

The disease tends to be chronic with slow 
progress and periods of permanent or tempo- 
rary arrest. There is never a reversal to nor- 
mal bone formation. Also there is no evidence 
to indicate malignant degeneration. 


CASE REPORT 


Mrs. A. K., age 45, a white woman, discovered her 
condition in 1937 at which time she developed dull, 
aching pain in the left arm. There was no swelling, 
evidence of injury, nor restriction of motion but the 
rather constant pain led to roentgenographic examina- 
tion. The hyperostosis consisted of thickening of the 
inner border of the shaft of the humerus along its 
middle third and upper third with changes also of a 
similar hyperostotic nature in the acromion and cora- 
coid processes of the scapula. The dense, irregular 
thickening of the cortex of the humerus was not in- 
terpreted as melorheostosis originally and an attempt 
was made to remove some of the new bone formation 
for microscopic study. At the time of operation, how- 
ever, the area proved to be of such induration as to 
make surgical removal impossible and the surgical 
procedure was interrupted. The condition has appar- 
ently been increasing in area at the rate of about two 
per cent a year and the patient has now some local 
phenomena from pressure consisting of swelling and 
pain with local edema. The initial films are not avail- 
able for comparison study but the present reproduc- 
tion reveals the usual and extremely characteristic 
radiographic picture of this condition. 


SUMMARY 


A case of melorheostosis Léri is presented 
with a typical roentgenologic pattern and a 
history of slow progression over a sixteen-year 
period. The literature is briefly reviewed in 
an attempt to define the nature of this rare 
and rather specific clinical entity. 
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ECHINOCOCCUS DISEASE* 


By CAaRRINGTON WILLIAMS, JR., M.D. 
Richmond, Virginia 


Echinococcus disease is a relatively uncom. 
mon clinical entity and somewhat of a curios- 
ity in this country, but it is of paramount 
importance in certain other parts of the world. 
More familiarly known as “hydatid disease,” 
it is so-called because of the grape-like clusters 
of Echinococcus cysts found in man. The con- 
dition is caused by the growth of a species of 
dog tapeworm classified as Echinococcus 
granulosus. It occurs in humans only in the in- 
termediate cyst form, which is the larval stage. 
When large cysts develop in man, bizarre clin- 
ical problems may be presented and challeng- 
ing surgical situations may be encountered. 
Large cysts of the liver and peritoneal cavity 
are scen and become operative problems, and 
their rupture may cause a severe peritonitis 
and sometimes anaphylactic shock. The 
disease occurs principally in the great sheep 
and cattle-raising sections of the world, where 
Echinococcus disease is a serious problem in 
livestock. It is difficult for us to realize that 
in parts of Australia, South America, Iceland, 
and in some areas of Central Europe this is a 
major public health problem. Its importance 
is reflected by a major medical journal pub- 
lished in Montevideo, Uruguay, which is con- 
cerned exclusively with hydatid disease. Also 
it is noteworthy that an international congress 
restricted its meeting recently entirely to dis- 
cussion of this disease. 

Although several hundred cases of hydatid 
disease have been recorded in North America, 
there are fewer than 40 cases on record where 
the infection can be proved to have originated 
in this country.2? It is therefore of peculiar 
interest to realize that there have been re- 
ported five documented cases in Virginia in 
which the origin of the infection was local. 
Four of these local cases were reported before 
1916; the case reported herein occurred more 
than 30 years later. This suggests that a reser- 
voir for this infection may still be present in 
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Virginia and may constitute a minor menace 
to public health. 

The parasite causing hydatid disease lives 
its adult life principally in dogs, but is also 
found in wolves, jackals, coyotes, and other 
canine species. Its frequency in livestock and 
man is proportional to the number of dogs 
living with them, and above all to the care- 
lessness with which people deal with the dogs. 
Echinococcus cysts in sheep, cattle, and hogs 
are uncommon in America, and since well- 
regulated abattoirs here dispose of unsuitable 
meat, dogs seldom become infected. Another 
factor contributing to the infrequency of 
hydatid disease here is the close control over 
dogs themselves in our country. Although 
Echinococcus disease is uncommon in_ the 
United States, it is important to know that in 
Virginia it is more prevalent than in other 
sections of the country. 

Hydatid cysts result from the development 
in man or domesticated animals of the inter- 
mediate (cyst) form of the dog tapeworm, 
Echinococcus granulosus. The adult form 
measures up to 6 mm. in length and may be 
present by the thousands in the intestines of 
the dog. The worm is composed of three or 
four segments, the terminal one containing 
several hundred ova. These ova are passed 
with the dog’s feces in complete or disinte- 
grated mature segments. 

Under favorable circumstances, the ova are 
ingested by man or domesticated animals by 
drinking water containing the ova, by eating 
contaminated plants, vegetables, etc., or by 
contamination of the hands or face while play- 
ing with dogs. Once ingested by these inter- 
mediate hosts, the ova hatch embryos which 
bore through the intestinal wall and enter 
radicals of the portal vein, in which they are 
carried to the liver, where further develop- 
ment takes place. Rapid early growth occurs, 
the parasite being walled off from the sur- 
rounding host tissue by inflammatory cells 
and later by thick fibrous tissue. The cyst de- 
velops by proliferation from the inner (germi- 
nal) membrane, with the formation of brood 
capsules containing immature scolices of 
Echinococcus granulosus; thousands of scolices 
may be present in a single cyst. The host or- 
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gan becomes well adjusted to the presence of 
the cyst, and slow growth may proceed for 
many years with no symptoms or signs there- 
from. 

Classically, hydatid cysts develop first in the 
liver, which filters out the blood from the in- 
testines. Some organisms may escape into the 
caval system and propagate elsewhere in the 
body, allowing development of the cysts in 
other organs. Cysts are found in the liver in 
75 per cent of cases, in the lungs in 9 per cent, 
and in other organs with decreasing frequency 
as the periphery of the body is reached.! 

Infestation of the dog with the tapeworm 
comes about after the dog has eaten meat con- 
taining Echinococcus cysts. ‘The scolices from 
the cysts grow to maturity in the dog’s intes- 
tines, and the cycle is continued. 

Echinococcus cysts occur only in man or 
domesticated animals, notably in sheep, oxen, 
and pigs, the degree of prevalence being re- 
lated to the incidence of infestation in dogs. 
The cysts may remain quiescent and the para- 
site eventually may die, the cyst then grad- 
ually calcifying or becoming filled with putty- 
like material. On the other hand various 
symptoms may result from growth of the cyst 
and hospitalization may become necessary. 
Rupture of the cyst may occur, causing gen- 
eralized spread of its contents and growth of 
secondary cysts; or hydatid anaphylaxis may 
occur after sudden rupture. 

Pathologic identification of Echinococcus 
cysts depends on the discovery of whole or 
fragmentary scolices of the parasite or of its 
hooklets in the debris from the cyst wall. It is 
unusual to find well-preserved intact scolices 
and ordinarily only the hooklets are found. 


In Iceland, Australia, South America, and 
other sheep-raising countries, hydatid cysts 
were formerly extremely common.? Early in, 
this century, the incidence of hydatid disease 
in Iceland was | in 30 among the general pop- 
ulation, while in Australia 1 in every 65 hos- 
pital admissions for all complaints was for 
hydatid disease. Present day statistics from 
these countries show a much lower incidence 
of the disease, due to better hygienic condi- 
tions and to greater knowledge of the epi- 
demiology of the disease. Incidentally, the 


l- 
it 
> 
) 


1106 SOUTHERN MEDICAL JOURNAL 


incidence of infestation in dogs in Australia 
formerly was 40 to 50 per cent, in Iceland 28 
and in Europe 4 to 7 per cent, while it is 
practically negligible in the United States and 
in North America. Investigation has revealed 
that sheep in this continent rarely harbor 
hydatid cysts. Hogs have been found to be 
infected more frequently than sheep, and this 
is particularly true in Virginia. It has also 
been suggested that the cycle is kept alive in 
this vicinity through definitive hosts other 
than the dog. Wolves, for instance, have been 
found infested with adult worms, and it is 
possible that they or some other predatory 
canines may serve as a reservoir for Echi- 
nococcus disease. 

Comprehensive reports of hydatid disease in 
North America have been made in recent 
years by Magath.* Through 1948 he was able 
to collect from the literature and from the 
Mayo Clinic 596 cases of hydatid cysts re- 
ported in the United States and 33 in Canada; 
these latter may be duplicates.* Only 35 of 
these cases had their apparent origin in North 
America, 31 being from the United States. 
Magath observed that hydatid disease con- 
tracted in this country by native Americans 
was of such rarity as to occur approximately 
once every five years or even less frequently. 
Table 1 indicates the residence of all recorded 
native cases in which the source can be def- 
initely shown to be local. 

Case Report.—The case reported here (A. T. W.. 
M. C. V. B24087, A 5019) occurred in a 23-year-old col- 
ored woman who was a native of Chesterfield County, 
Virginia and had never travelled outside of the state. 


RESIDENCE OF PATIENTS WHOSE INFECTION 
APPARENTLY ORIGINATED IN CANADA OR 
THE UNITED STATES 
Province or state Cases Year of Diagnosis 
Louisiana 8 1906, 1932, 1935, 1937 


1938, 1939, 1940, 1941 
1900, 1900, 1914, 1915 
1947 


Virginia 


California 4 1902, 1914, 1925, undated 
Arkansas 2 1917, 1932 

Illinois 2 1918, 1920 

Ontario 2 1919, 1945 

Il other states 1 each 

2 other provinces 1 each 

Total 36 
Taste | 
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She had had rheumatic heart disease for many years 
and died at St. Philip Hospital May 29, 1947, of pro- 
gressive rheumatic carditis. “There was nothing in her 
history to suggest the presence of Echinococcus disease, 
although her liver had been palpably enlarged, pre- 
sumably due to heart failure. An autopsy was per- 
formed eight hours postmortem. The significant find- 
ings as autopsy were as follows. The skin and mucosae 
were slightly icteric. There was no peripheral edema. 
The heart weighed 460 grams (normal 250 grams) and 
was enlarged to the right and to the left. There was 
evidence of healed pericarditis, and there was stenosis 
of the tricuspid, mitral and aortic valves, but no fresh 
vegetations were present. The lungs were congested, 
the right weighing 750 grams (normal 400 grams) and 
the left weighing 510 grams (normal 375 grams). The 
liver appeared slightly enlarged but weighed only 
1660 grams (normal 1500 grams). A soft area was pal- 
pable at the dome of the right lobe. On section there 
were innumerable small yellowish nodules, scattered 
through the parenchyma. In the right lobe there was 
an ovoid, well encapsulated cavity, measuring 9 by 5 
cm. and containing putty-like material. The kidneys 
showed capsular scarring. Otherwise the organs were 
grossly normal. Microscopic examination revealed 
healed and active rheumatic pancarditis, chronic pas- 
sive pulmonary congestion, and central congestion in 
the liver. The wall of the cavity in the liver was 
surrounded by fibrosis, and the inner lining of the 
cavity was composed of necrotic debris. In this debris, 
hooklets and portions of numerous scolices of 
Echinococcus granulosus weve identified (Fig. /). Sev- 
eral smaller (daughter) cysts also contained hooklets 
scolices. 

In connection with this case report, it is of 
interest to note that in 1913-1914 there was a 
rather severe epidemic of Echinococcus disease 
among hogs in this part of Virginia. Johnston 
and Willis* in 1917 reported two cases of na- 


Portion of scolex, showing hooklets, from reported case. 
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tive Virginians with hydatid disease and 
pointed out the possibility that this epidemic 
had been their source. The fact t'vat 39 
years later another case of Echinococcus 
disease has been found lends support to this 
theory. Magath has suggested that an exhaus- 
tive study of dogs in Virginia should be made 
since evidence points to the completion of the 
life cycle of this parasite here. 

In summary, the etiology and epidemiology 
of Echinococcus disease have been discussed. 
A case of hydatid cyst of the liver in a native 
Virginian has been presented. This brings to 
five the number of authenticated cases of 
Echinococcus disease in Virginia, in which the 
origin of the infection is local. Attention is 
called to the occurrence of this disease in 
sporadic form in this locality, and a reservoir 
in hogs is cited as the mechanism by which 
the disease is continued. 
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PRECANCEROUS PERIANAL LESION* 


By Joun U. ScHWARZMANN, M.D. 
Washington, District of Columbia 


In the latter part of the nineteenth century, 
Paget described eczematoid skin changes that 
originate on the nipple and rarely on the 
areola of the breast. Two general types are 
distinguished: one a weeping eczematous le- 
sion; the other dry and psoriatic in character. 
However, both may occur simultaneously or 
one blend into the other during the morbid 
process. 

The nature of Paget’s disease has been the 
subject of much discussion and some of the 
different opinions as outlined by Sekiguchi! 
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are as follows: epithelial dystrophy; degener- 
ate epithelial dermatosis; 1 evocarcinoma; pri- 
mary superficial epithelioma; also cutaneous 
changes from an underlying carcinoma as de- 
scribed by Eversole.* 

Clinically and histopathologically similar 
lesions have been detected in other body 
areas; more frequently in the anogenital re- 
gion; less frequently in the axilla, umbilicus 
and abdominal wall. 


The case that I am reporting is almost iden- 
tical to the one reported by Green and Ep- 
stein? in July 1950 and was referred to my 
office with a diagnosis of pruritus ani. 


REPORT OF CASE 


Mr. B., a white man, age 61, came to my office in 
July 1951, complaining of perianal itching, burning 
and pain. 

He dated the onset of this complaint as following 
hemorrhoidectomy at a veterans’ hospital seven weeks 
previously. However, he admitted that his rectal trou- 
ble began in 1943. During the primary period he was 
treated with needle injections and unguents and for 
about one year was essentially free from symptoms 
until about six months before entering the veterans’ 
hospital for the rectal operation. During the post- 
operative period he was constantly bothered with se- 
vere itching and rectal pain. He has also been treated 
for a benign prostatic hypertrophy with massage and 
local heat. 

His bowel habits were rhythmic with no appreciable 
changes in diameter, contour and consistency. Blood 
spotting occurred occasionally, together with an in- 
crease in mucus. 

The previous personal history was non-contributory. 

Examination revealed thickened and excoriated 
perianal skin with moderate moisture present. 


Inspection under magnification brought out mul- 
tiple fine cracks throughout the entire area. One 
small segment measuring about four by one cm. in 
the postanal canal extending toward the coccyx and 
the left perianal margin was grayish white, soft and 
compressible to touch. No areas of induration could 
be palpated. The examining finger encountered a 
large boggy prostate. 

Anoscopic examination caused a mild discomfort in 
the postanal canal that was attributed to the super- 
ficial fissuring. 

The sigmoidoscope was introduced to the level of 
25 cm. and no gross lesions were found. However, con- 
siderable free mucus was aspirated. 

X-ray studies of the colon with barium enema and 
air contrast were negative. 


Serologic test for lues and urinalysis were nega- 
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tive, the hemogram suggested a secondary anemia, and 
skin scrapings were negative for fungi. 

A biopsy was originally reported as an epithelial 
hyperplasia showing dyskeratosis and parakeratosis. 

Dermatological consultation with Dr. H. F. Ander- 
son suggested the possibility of extramammary Paget's 
or Bowen's disease. Further review of the fixed tissue 
slides confirmed the diagnosis of Paget's disease. 

On October 2, 1952 an operation was performed 
at Emergency Hospital, Washington, D. C., radically 
excising the involved area starting at the mucocutane- 
ous margin of the postanal canal and including a seg- 
ment of the rectal mucosa, extending the incision to 
the mid anococcygeal raphe. ‘The excision included a 
substantial margin of normal looking skin and subcu- 
taneous tissue exposing muscle tissue. 

The convalescent period was uneventtul. 


Microscopic examination (Fig. /) revealed the tissue 
to be 0.5 em. in thickness. A portion was covered by 
normal looking epidermis, but this gave way abruptly 
where the epidermis was much thickened. The stratum 
corneum was thick and showed parakeratosis. The strat- 
um granulosum was not in evidence. There was a strat 
um lucidum which seemed thicker than normal. ‘The 
sinus layer was much thicker than normal and there 
were numerous degenerative changes among the epi- 
thelial cells. One saw large areas of vacuolization. 
There were scattered cells which seemed to be lying 
within a vacuole and the epithelial cells showed de- 
generation of the cytoplasm and nuclei. They were 
similar to the Paget's cells described in Paget's dis- 
ease of the nipple. There was loss of stratification. 
Epithelial pegs were long and seemed to anastomosc 
and to divide frequently. The cells of the basal layer 
were quite irregular and there was no real evidence of 
invasion; but some of the cells of this layer were much 
larger with nuclei more deeply stained and more 
coarsely marked than nuclei ordinarily are. The un- 
derlying corneum showed both fibrosis and infiltra- 
tion by mononuclear cells. The diagnosis was precan- 
cerous changes in the perirectal tissue. 
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SUMMARY 


Anogenital pruritus that fails to respond to 
the accepted procedures is not uncommon and 
warrants detailed investigation. The burden 
of responsibility very frequently rests with the 
family physician as well as the proctologist 
and dermatologist. The case described in this 
report had an uneventful recovery and has 
been observed periodically by Dr. Anderson 
and me since his discharge from the hospital. 
Our observation will continue for an indefi- 
nite period, 
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THE EARLY DIAGNOSIS OF CARCI. 
NOMA OF THE COLON* 
PARTICULARLY IN THE MISSISSIPPI VALLEY 


By Henry G. Rupner, M.D., F.A.C.P. 
Memphis, Tennessee 


The chief difficulty in the early diagnosis of 
carcinoma of the colon lies in the fact that the 
symptoms may be identical with those of other 
lesions of the colon and even of other organs 
and systems. This being true, not only should 
colon carcinoma be distinguished from other 
diseases, but should be considered as a pos- 
sibility even though some other disorder of 
the colon is discovered. When one remembers 
that the number of deaths from malignancies 
of the colon and rectum rivals those from car- 
cinoma of the stomach,’ which is supposed 
to lead the list of cancer fatalities, one can 
appreciate the challenge with which the clin- 
ician is confronted in the recognition of the 
early signs and symptoms of this disease. The 
challenge is all the more compelling in that 
early carcinoma of the colon is readily amen- 
able to surgical eradication and thus offers a 
better prognosis than similar lesions elsewhere 
in the gastrointestinal tract. 


*Read in Section on Gastroenterology, Southern Medical As- 
sociation, Forty-Sixth Annual Meeting, Miami, Florida, Novem- 
ber 10-13, 1952. 
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Incidence.—In the statistics compiled by the 
United States Census Bureau, carcinoma ol 
the large bowel represents about 15 per cent 
of cancers of the entire body. Of cancers of 
the gastrointestinal tract, 25 per cent are in 
the rectum and I] per cent are in the colon. 
The usual sites of the growth in the colon 
are the mobile terminal segments, the cecum 
and sigmoid, especially the latter. Boehm and 
Hanson,” in a study of 1,457 carcinomas of 
the colon, found that 75 per cent were in the 
sigmoid, rectosigmoid and rectum, approxi- 
mately 50 per cent being in the rectum. Of 
the remaining 25 per cent, 6 per cent were 
situated in the cecum. In a review of 817 
cases at the Mayo Clinic, Jackman, Neibling 
and Waugh® found that approximately one- 
half the lesions of the large bowel were in the 
rectum, 17 per cent being in the sigmoid and 
7 per cent in the cecum and ascending seg: 
ment. 

As is true of cancer in other locations, colon 
carcinoma is observed most often in persons 
of middle age and beyond. In Pennington’s'' 
report of 7,313 cases, 4,866 of the growths were 
in patients over 50 years of age. In persons 
under 30, however, carcinoma of the colon 
and rectum is fairly common, the incidence 
of the disease in these locations being higher 
than in any other location. Rankin and Com- 
fort!® found that 3.85 per cent of 1,452 pa- 
tients with rectal carcinoma were under 30 
years of age. 


SYMPTOMS 


Contrary to the teachings of most authors, 
it has been my experience that pain is an early 
symptom of colon carcinoma. If one ques- 
tions these patients carefully, it will be found 
that 90 per cent have had pain or abdominal 
discomfort for four to nine months. If the 
pain is colicky in nature, one should assume 
that a carcinoma is present until proved other- 
wise by every method of exclusion. More than 
50 per cent of patients with early carcinoma 
complain of low abdominal fullness, nausea 
and vomiting in association with the pain. 

Pain is not an early symptom of carcinoma 
of the rectum. It appears when the lesion 
involves the anal canal or extends to the sur- 
rounding tissues, encroaching upon the nerves. 
Once the nerves are involved, pain is experi- 
enced in the back, sacral region and thighs. 
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Again, when a complete history is taken it 
will usually be found that pain and digestive 
disturbances have been followed by a change 
in bowel habit. At least half the patients with 
carcinoma of the left colon are troubled with 
constipation. As the lumen of the bowel be- 
comes increasingly occluded, the constipation 
becomes more severe, leading to the use of 
drastic cathartics, until finally the most pow- 
erful cathartics do not give relief and neither 
does thorough evacuation. At this time, di- 
arrhea begins, alternating with constipation. 

Although diarrhea usually follows the use 
of laxatives and alternates with constipation, 
it may be one of the first symptoms of colon 
carcinoma, especially if there is an associated 
tissue reaction colitis in the area of the lesion. 
When so-called diarrhea becomes persistent, 
a searching history and observation will prove 
it is not a true diarrhea but a waste of mucus 
and blood. It is well known that the persist- 
ent presence of blood and mucus in the stool, 
with pain in the left quadrant, is a constant 
finding in patients who have a carcinoma of 
the left colon. If tenesmus is associated, the 
growth will be found in the lower sigmoid or 
rectum. 

The symptoms of weakness, anemia and 
loss of weight are more significant of right 
colon carcinoma. It is an established rule that 
any patient with secondary anemia which can- 
not be readily explained must have repeated 
x-ray studies for lesions of the right colon. If 
the blood picture indicates pernicious anemia, 
complete x-rays should be made to rule out 
this diagnosis. Even when present, pernicious 
anemia does not exclude the possibility of 
carcinoma of the colon. 

Malignancies of the right colon may or may 
not be manifested by occult blood in the 
stools. Rosser’? found occult blood in only 
I4 per cent of malignancies on this side, 
whereas this was a finding in 78 per cent of 
those on the left. Sixty-six per cent of the 
entire group had a moderate anemia and 38 
per cent a severe anemia. 

If one waits for the textbook symptoms of 
colon carcinoma, such as loss of weight, pro- 
nounced anemia, dehydration, severe pain and 
a palpable mass, the patient is a victim of the 
sins of omission and commission. ‘This state- 
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truth is generally recognized by gastroenterol- 
ogists. The history and physical examination 
should lead one to suspect carcinoma, even 
in an early stage. Those in the lower sigmoid 
and rectum may usually be discovered on phy- 
sical examination. Jackman, Neibling and 
Waugh® found that in their entire series of 
817 colon carcinomas, 54.3 per cent could be 
detected digitally. Of those in the sigmoid, 
rectosigmoid and rectum, 70 per cent could 
be diagnosed by digital examination and 20.9 
per cent could be visualized. 


In view of its nature, it would seem that, 
given symptoms referable to the colon, car- 
cinomas should take precedence over all other 
diseases in the physician's diagnostic consid- 
eration. That this is not always true, however, 
is evidenced by a number of reports of de- 
layed diagnoses through error on the part of 
physicians. For example, Brittaint found that 
45 per cent of 163 patients who had a delayed 
diagnosis of colon carcinoma had been under 
the care of a physician for periods varying 
from three months to two years before the 
cancer was detected. Buser, Kirsner and Pal- 
mer? found that 23.8 per cent of 478 patients 
with colon and rectal cancer had erroneous 
diagnoses and treatment prior to the discovery 
ol the neoplasm. Again, Braund and Binkley? 
observed that 75 of 100 patients with carci- 
noma of the rectum were delayed in receiving 
treatment for periods averaging 9.9 months, 
the delay having been due to the physicians’ 
failure to make a complete rectal examination 
or inability to interpret the findings, this de- 
spite the fact that 85 to 90 per cent of malig- 
nancies of the lower sigmoid and rectum are 
amenable to biopsy study. 

Differential Diagnosis—Among the disor- 
ders with which carcinoma of the colon may 
be associated or confused are functional dis- 
turbances, benign tumors, appendicitis, hem- 
orrhoids, diverticulitis, ulcerative colitis and 
amebiasis. 

Functional Disorders, “Irritable Colon.”— 
Before a patient is given a diagnosis of “func- 
tional disorder” or “irritable colon,” a system- 
atic series of x-rays, with the use of every 
method at our disposal, should be made. | 
do not recall any case wherein persistent epi- 
gastric distress or a major persistent pain in 
association with a so-called “irritable colon” 
could not, if sufficiently well investigated, be 
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proved to originate in peptic ulcer, choleecys 
tilis, upper urinary tract disease, a lesion of 
the colon or some other disorder. A diagnosis 
of “irritable colon” is most misleading, and 
in fact suggests a lack of proper understanding 
of all the factors which may be responsible for 
the patient’s symptoms. As a rule, such a 
diagnosis is acceptable to the patient. It 
should not, however, be acceptable to the phy. 
sician until repeated x-ray studies by barium 
enema and contrast medium have failed to 
show an intrinsic lesion of the bowei and all 
other organic disease which might be respon- 
sible has been ruled out. I feel quite sensitive 
about the term, “irritable colon,” since time 
and again I have discovered an inoperable 
carcinoma of the colon in patients who had 
been examined 12 to 18 months previously 
and given such a diagnosis. 

Polyposis.—Aside from the familial type, 
polyposis develops in patients beyond 40 years 
of age. The familial type is found in youth, 
the sex incidence being 3:1 higher in males. 

Colon polyps may be present for years be- 
fore manifesting themselves. The symptoms 
and signs are variable, depending upon the 
size of the tumors, their number and _ the 
presence or absence of complications. The 
chief sign of polyposis is blood, perhaps with 
mucus, in the stool. One of every four patients 
will have an exacerbative diarrhea, or the di- 
arrhea may alternate with constipation. Many 
complain of abdominal distress or pain. The 
pain is cramp-like, extending across the mid- 
abdomen and localizing in the lower abdomen, 
and is increased during and after bowel move- 
ment. 

At least 75 per cent of colon polyps can 
be seen through the proctoscope. Those be- 
vond the field of the scope will be found by 
x-ray. Repeated studies may be necessary 
and are especially indicated if the stools con- 
tain occult blood. 

The malignant potentiality of colon polyps 
is well recognized. Not all undergo malignant 
degeneration; they may be malignant from the 
beginning. Various authors report a malig 
nancy ranging from 5 to 85 per cent.'! From 
this, it is apparent that the actual status in 
the colon cannot be determined at once. li 
cannot be determined by the size or type of 
the pedicle. The base of the polyp must be 
studied microscopically; if necessary, serial sec- 
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tions must be made before final acceptance 
of a diagnosis of nonmalignant polyp. The 
fact that a malignancy is present in approxi- 
mately one-third of the cases of multiple 
polyps!” should cause us to be on the alert 
for carcinoma when polyps are discovered. 

The possible presence of polyps in other 
diseases is also a point to be remembered. 
Two or more may be found in association with 
amebiasis, diverticulitis or ulcerative colitis. 
The polyps characteristic of ulcerative colitis 
appear different from solitary polyps, being 
smaller, more irregularly distributed and less 
rounded. 

Appendicitis, Hemorrhoids, Diverticulitis, 
Chronic Ulcerative Colitis—To illustrate the 
possibility of mistaking carcinoma of the colon 
for some other lesion, Browne® reported 209 
cases, in 26 per cent of which the diagnosis 
had been appendicitis and 18 per cent hem- 
orrhoids. 

Although Browne's figure of 26 per cent in 
which cancer of the colon was diagnosed as 
appendicitis may be a little higher than is 
usual, the fact remains that colon carcinoma 
may at times be easily confused with appendi- 
citis, particularly an appendical abscess. Should 
there be any question of appendicitis from 
the history, physical examination and blood 
count, a roentgen study of the colon is clearly 
in order. 


It is difficult to understand how many pa- 
tients with rectal carcinoma can be errone- 
ously treated for hemorrhoids when the dis- 
tinction can be easily made by biopsy. 
Browne’s experience in this respect is prob- 
ably representative. Many similar observa- 
tions have been reported. 

As a rule, both diverticulitis and chronic 
ulcerative colitis present fairly distinctive 
roentgen pictures. Nevertheless, the similarity 
of the symptoms and the not uncommon as- 
sociation of these lesions with colon carci- 
noma demands a close scrutiny of the colon 
for a possible malignancy in connection with 
either. 


Amebiasis.—My chief reason for presenting 
this paper is to point out the danger of over- 
looking a colon carcinoma in patients with 
amebiasis, especially in the Mississippi Valley. 

According to various estimates, from 6 to 
18 per cent of the population of the Valley 
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of the Mississippi are affected with amebiasis. 
srowne® reported an incidence of proved ame- 
biasis in I4.1 per cent of ambulatory gastro- 
intestinal patients, and Faust® suggested that 
adequate investigation might approximate a 
20 per cent carrier status. In view of this high 
incidence and the similarity of its symptoms to 
those of carcinoma, in our part of the country 
amebiasis is, in my opinion, one of the most 
significant factors in the prevention of a cor- 
rect diagnosis of colon carcinoma during the 
first six to 12 months after its onset. 

In order to ascertain the views of others 
upon this point, I recently sent a question- 
naire to a number of outstanding gastroenter- 
ologists in practically every section of the 
United States, from the East to the West 
Coast. Almost without exception, those out- 
side the Mississippi Valley reported that in 
their regions the incidence of true amebiasis 
is so low as to be negligible. For this reason, 
they are not concerned with amebiasis in the 
differential diagnosis of colon carcinoma; ra- 
ther, when a patient exhibits the symptoms 
common to both diseases they are inclined to 
think of carcinoma at the outset. Alvarez, at 
Rochester, however, reported that he has seen 
cases in which the loss of months spent in the 
treatment of real or imaginary amebiasis sealed 
the fate of patients who really had carcinoma 
olf the rectum. Especially significant are the 
communications from men in the Mississippi 
Valley who see a great deal of both cancer 
of the colon and amebiasis. R. L. Sanders, of 
Memphis, said: “It is my impression that well 
over 15 per cent of patients with colon car- 
cinoma have amebiasis and the treatment for 
the amebic infestation has delayed the diag- 
nosis of the malignancy.” Browne, of New 
Orleans, wrote: “In our section I feel sure 
that even a greater percentage than you men- 
tion of colon malignancies are treated first 
for amebiasis. If we take this past week as an 
example, we have had three patients with 
colon malignancy and every one of them had 
been treated for amebiasis prior to admission 
here.” 


In contrast to physicians in other parts of 
the country, those in the Mississippi Valley, 
where amebiasis is prevalent, are conscious of 
the possibility of the disease and thus are likely 
to search first for amebic organisms and to 
discontinue the study when the tests are pos- 


3 


He SOUTHERN MEDICAL JOURNAL 


itive. I believe this is true whether the or- 
ganism found is the Endamebae histolytica 
or some other. Even in our own section, it is 
probable that the incidence of true amebiasis 
is not so high as reported and that many pa- 
tients are treated for amebiasis on the finding 
of non-pathologic colon organisms. I am satis- 
fied that a number of the patients whom I 
have found with carcinoma of the colon and 
rectum and who gave a previous history of 
amebiasis did not have Endamebae histolytica. 
The point is, however, that the treatment of 
amebiasis, of either a true or non-pathologic 
variety, in a patient with colon carcinoma 
may cause the loss of months of precious time, 
sufficient to preclude the resectability of the 
growth. The profession is fully cognizant of 
the large number of individuals in our part 
of the country who have amebiasis, and also 
of the fact that carcinoma of the colon is a 
common disease in those past 50 years of age. 
It is therefore time that we awaken to the 
possibility of carcinoma in all cases of ame- 
biasis, and especially in older patients. Un- 
less a full investigation is made, even though 
amebae are found, one need not be surprised 
if the patient returns a few months later with 
a mass in the abdomen, persistent bleeding 
and complete obstruction of the colon by a 
cancer. 
COMMENT 


The well informed clinician of today is 
aware of all the possible interpretations of 
disturbances of the gastrointestinal tract and 
will therefore make exhaustive studies to de- 
termine their cause. The likelihood of car- 
cinoma of the colon in association with ame- 
biasis may escape the attention it deserves. 
From reports of other observers in the Mis- 
sissippi Valley and from my own experience, 
it is my conviction that if all patients who 
were found to have amebiasis, particularly 
those in the cancer age group, were given the 
benefit of thorough roentgen and other stud- 
ies, a larger number of colon malignancies 
would be discovered while still in an early 
stage of development. 
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DISCUSSION (Abstract) 


Dr. Edwin J. Jensen, Miami, Fla—Dr. Rudner has 
pointed out the fact that amebiasis frequently coexists 
with colon carcinoma. 

This fact is particularly significant for those of this 
Association, who may live in the Mississippi Valley. 
It is probably of much less importance in other parts 
of the country, and in other parts of the country the 
mistake is more apt to be made in the reverse direc- 
tion. Patients may be operated upon and have a re- 
section for an ameboma with the thought that it is a 
carcinoma. 

I should like to emphasize the value of early diag- 
nosis of colon malignancy. It is just as important 
here as it is in carcinoma anywhere in the body. In 
the past ten years or more, the resectability rate has 
risen to around 85 per cent, and the hospital mortality 
rate for surgical removal of carcinoma of the colon has 
fallen to around three or four per cent. 


Along with these improvements there has been a rise 
to around 50 per cent in the five-year survival rate. 
This figure of 50 per cent may be broken down as it 
has been by members of the Mayo Clinic. Then we 
find, that in those cases where there is no demonstrable 
spread, and here I am not talking about metastasis 
but just local spread, the five-year survival rate is 
twice as high as it is in those cases where there is 
demonstrable evidence of local spread. 


The value of early diagnosis is also borne out by the 
reports from the Lahey Clinic which have shown that 
even though the general picture for patients with 
carcinoma of the colon and rectum has improved, 
primarily as a result of improvement in surgical tech- 
nics, preoperative and postoperative, the duration of 
symptoms, that is the duration of time between the 
onset of symptoms and the time of surgery, has shown 
little, if any, improvement in the past decade. They 
report a time interval of around nine months. 


Dr. Donald P. White, Jacksonville, Fla—I should 
like to add a note concerning carcinoid tumors. Within 
the past year I have seen two carcinoid tumors in- 
volving the rectum. From review of the more recent 
literature it would appear that they become malignant 
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more frequently than previously was supposed. Re- 
cent figures would estimate from 25 to 50 per cent 
malignant degeneration with both local and wide- 


spread metastasis. 


The carcinoid tumor arises from as yet an unde- 
termined cell. The various investigators have impli- 
cated the neural cells lying underneath the rectal, or 
intestinal mucosa, various types of epithelial cells, and 
so forth. As yet there is no general agreement on the 
tissue from which the tumor arises. The tumor is 
called argentaffinoma because of the property of the 
cell of reducing silver salts and these cells also are 
called Kultschitzky cells, after Dr. Kultschitzky who 
first described the tumor in the late 1800's. 

The tumor is much more frequently found in the 
small intestinal tract and in the appendix, but in the 
past year I have seen two in the anterior rectal wall, 
easily found by rectal examination. ‘The tumor had 
nothing to do with the patients’ symptom complex. 
They were small, approximately 2 cc. in rough di- 
ameter, easily palpable, but rather difficult to see with 
a sigmoidoscope. 


Both tumors were removed through the peritoneal 
approach, wide incision, no evidence of metastases were 
found, and at the present time, a year later, there 
has been no evidence of local recurrence. 


Dr. Donald T. Chamberlin, Knoxville, Tenn.—Vhe 
irritable colon is a definite clinical entity. It may 
frequently be suspected even before a study is carried 
out. Of course, full study must be done on patients 
with any abdominal pain, but in the absence of 
anemia, gross or occult blood in the stool, and nega- 
tive x-rays, such a diagnosis is acceptable. 

These patients are no more immune to carcinoma 
than any other patient, and because the diagnosis of 
irritable colon is made today it does not follow that 
the patient is not going to have a carcinoma in six 
months. 


Dr. John Tilden Howard, Ballimore, Md.—I want to 
keep the costs of medical examinations at a minimum 
which is compatible with accurate diagnosis and it 
seems to me that one of the chief expenses of a gastro- 
intestinal study is the number of roentgen examina- 
tions given patients. If we had any simple and cheap 
method of excluding carcinoma of the colon in a high 
percentage of cases, it would be very helpful. And I 
believe that we have such a test in the old-fashioned 
benzidine test for occult blood. It is deserving of 
more attention. 


Dr. Rudner spoke of the absence of occult blood 
in the stools of a goodly percentage of patients who 
had carcinomata of their colons in reported series. 
Those patients must have had the guaiac test used on 
the feces. When the benzidine test is done properly 
the patient is put on a completely meat-free, fowl- 
free, and fish-free diet for four days. Then at procto- 
scopic examination (which is made routinely, by the 
way, and without additional charge), a bit of fecal 
material is taken from above the hemorrhoidal area. 
If the benzidine test on this is negative, carcinoma of 
the colon can be excluded in 99.44 per cent of pa- 
tients. If the benzidine test is positive, it may give 
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one a “bum steer.” But then one may proceed with a 
roentgen study of the colon. In my experience, a 
negative benzidine test when properly performed may 
be depended on to exclude carcinoma of the colon. 

Dr. Rudner (closing)—I feel about irritable colon 
as I feel about a hysterical component. With organic 
disease individuals develop psychosomatic components, 
which can overshadow organic disease. 


I, myself, have diagnosed irritable colon for two 
years in patients who called my attention to the fact 
that they had a lump in their side, and, in fact, I had 
been treating irritable colon in a psychosomatic indi- 
vidual who now has carcinoma, and I am quite sure 
had carcinoma from the onset. ‘The diagnosis of irri- 
table colon can be made, but it should be made by 
the most thorough study; every possible procedure and 
test at our hands should be used. I do not feel that 
we should spare the patient x-ray studies. 


CLINICAL EVALUATION OF 
ERYTHROMYCIN* 


By Roserr W. Tatriey, M.D. 
Little Rock, Arkansas 


Erythromycin, first described by McGuire 
et alii' in June 1952, is a relatively new anti- 
biotic derived from Streptomyces erythreus. 
McGuire and Associates presented the chemi- 
cal, physical and some in vitro antibacterial 
properties. Their report indicated that eryth- 
romycin should be very effective against gram- 
positive organisms, and to a lesser extent 
against some gram-negative organisms. They 
noted very little toxicity when large doses of 
the drug were administered to mice or dogs. 

Heilman et alii? supported these observa- 
tions in a report of further laboratory investi- 
gations and results of treatment in twelve 
cases. They found pneumococci, some Strepto- 
cocci, Staphylococci, Corynebacterium diph- 
theria, Bacillus anthrax, most of the Clos- 
tridia, and Hemophilus pertussis to be sensi- 
tive to erythromycin in vitro. No cross re- 
sistance from other antibiotics developed, but 
some organisms did become resistant to eryth- 
romycin. A satisfactory blood level of 1.0 
microgram per milliliter or more was noted 
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in patients six hours after ingestion of 0.4 
gram or 0.5 gram of erythromycin. Doses 
larger than 0.5 gram tended to produce symp- 
toms of gastrointestinal irritation. 

Haight Finland* reported —labora- 
tory and clinical observations in forty-one 
cases treated with erythromycin for various 
infections. They reported excellent results 
in all or a majority of cases of pneumococcal 
pneumonia, streptococcal infections, staphy- 
lococcal infections, and diphtheria carriers. 
‘Two of four cases of gonorrheal urethritis re- 
sponded excellently and two did not respond. 
They also noted negative responses in one 
case of scarlet fever and in three cases of non- 
specific urethritis. 


METHOD OF STUDY 


With this information available, a clinical 
study on patients in the Arkansas State Hos- 
pital for Nervous and Mental Diseases and 
patients in the University Hospital and 
Clinics was undertaken. A complete bacterio- 
logical study was not attempted; however 
smears or cultures were performed in a ma- 
jority of the cases. Cases were chosen for 
treatment after positive evidence of an infec- 
tious disease was obtained and if they had 
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not received any other antibiotic for at least 
twenty-four hours prior to initiation of eryth- 
romycin therapy. Fifty cases were treated, 
and it is felt that a series of this size is ade. 
quate to form definite impressions of the ef- 
ficacy of erythromycin as an antibiotic. 

Nine of the cases were treated in the out- 
patient clinic, and the remainder were treated 
in the Infirmary of the State Hospital or in 
the University Hospital. The dosage of eryth- 
romycin was 500 mg. every six hours except 
in two children who received less and one 
adult who received a larger dose. Erythromy- 
cin was administered orally and continued for 
at least forty-eight hours after the patient be- 
came atebrile and frequently for a_ longer 
period. Clinical response was judged by im- 
provement in subjective symptoms, objective 
physical signs, and laboratory or radiographic 
studies when indicated. 


RESULTS 


The results in each case were graded excel- 
lent, good, doubtful, and no response and are 
summarized in Table I as to site and_ bac- 
teriological type of infection. The response 
was graded as good or excellent in 39 cases 
and poor or doubtful in 11 cases. Excellent 


RESULTS OF THERAPY 


Response 
Diagnosis Organism Cases Excellent Good Doubtful None 

Pneumonia Pneumococci 6 5 1 
Pneumonia and lung Staph. aureus 5 3 2 

abscess 
Pneumonia F. Coli 2 1 1 
Pulmonary Mixed 

infection 3 8 
Pneumonia Not determined 2 3 
Acute suppurative Not determined l 1 

parotitis 
Chronic otitis Mixed 1 1 

media 
Acute tonsillitis Strep. hem. 3 
Acute upper respir- Undetermined 1 2 1 1 

atory infection 
Osteomyelitis Staph. aureus 1 
Pyoderma and cellu- Staph. aureus 3 2 1 

litis 
Cellulitis Strep. hem. 2 2 
Cellulitis Undetermined 2 1 1 
Septic arthritis Anaerobic strep. 1 1 
Endocarditis Staph. aureus 1 1 
Urethritis N. gonorrheae 4 2 
Acute dysentery Sh. flexneri 2 2 
Carrier state Sh. flexneri 1 1 
Ivphoid fever S. typhosus 
Totals 50 25 14 5 6 
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or good responses were seen in six of 6 cases 
of pneumococcal infections, in nine of 10 
cases of Staphylococcus aureus infections, in 
six of 6 cases of streptococcal infections, four 
of 4 cases of mixed pneumococcal, strepto- 
coccal, and staphylococcal infections, in two 
of 2 cases of gonorrheal urethritis, and in 11 of 
16 cases of various infections in which the 
causative organism was not determined. The 
two cases of gonorrheal urethritis responded 
well, but more slowly than is customarily ob- 
served in those cases treated with penicillin. 


Two cases of E. coli bronchopneumonia 
were treated. One case with gradual clearing 
during the period of erythromycin adminis- 
tration was Classified as doubtful because of 
the slow prolonged improvement. The other 
case of E. coli pneumonia failed to respond. 
Four cases of pulmonary infection of unde- 
termined etiology did not seem to respond to 
erythromycin. Three were probably cases of 
viral pneumonias, and the fourth case was 
that of a hemiplegic patient moribund at the 
onset of treatment. A patient with acute 
pharyngitis improved slowly during five days 
of therapy and her response was graded as 
doubtful. 


The one staphylococcal infection that did 
not respond was a case of acute bacterial en- 
docarditis following an abortion. This pa- 
tient had not responded to massive doses of 
all the other available antibiotics. Sensitivity 
studies of this organism revealed it to be mod- 
erately resistant to all antibiotics. 


Two cases of acute dysentery caused by 
Shigella flexneri responded concomitantly 
with erythromycin administration. The stool 
cultures were negative in both cases three days 
after initiation of therapy. It is difficult to 
determine whether erythromycin had any ef- 
fect on the course of these patients as the 
clinical course of untreated Shigella flexneri 
dysentery frequently is short. However, a 
case of a Shigella flexneri carrier, in a patient 
who previously had received many types of 
therapy, did develop negative stool cultures 
after one week of erythromycin therapy, and 
her stool cultures remained negative for six 
weeks after completion of therapy. No re- 
sponse was noted in a case of typhoid fever. 


In two cases evidence of gastrointestinal ir- 
ritation was noted, but in only one case was 
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it severe enough to require discontinuance 
of the drug. No other symptoms suggestive 
of erythromycin toxicity were noted. No def- 
inite impressions could be formed as to pos- 
sible long term toxic effects. 


SUMMARY AND CONCLUSIONS 


Erythromycin has been used in the treat- 
ment of fifty patients with various infections. 
It appeared to be most effective in the treat- 
ment of infections caused by gram-positive 
organisms. The antibacterial spectrum of 
this antibiotic appears to be similar to penicil- 
lin. Relatively few toxic reactions were 
noted. 

Further studies and observations are in- 
dicated to determine the relative effective- 
ness of erythromycin, as compared with other 
antibiotics in treatment of specific infections 
so that it may be given its proper place in 
the constantly increasing field of antibiotics. 
It will be of value in the treatment of indi- 
viduals with gram-positive infections who are 
sensitive to or cannot tolerate other antibi- 
otics, or if the organism is found to be re- 
sistant to other antibiotics. 
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EMOTIONAL DISTURBANCES IN- 
CREASED BY DRAMATIC IM- 
PROVEMENT IN PHYSICAL 
HEALTH* 


By O. R. Lancwortuy, M.D. 
Baltimore, Maryland 


INTRODUCTION 


This paper highlights emotional problems 
accentuated by relief from long standing phy- 
sical handicaps. The idea that a patient 
cured of one illness may immediately lapse 
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into another which is equally or even more 
incapacitating is not a new one. Indeed it is 
well documented in the field of psychiatry. 
Here it would seem appropriate to consider 
what steps could be taken to recognize this 
problem before it develops and cope with it 
adequately later. Sickness on either a phy- 
sical or emotional basis has great secondary 
gains since it elicits sympathy and attention 
from other people and frees the patient from 
many of the arduous obligations of life. In 
illness of long duration these factors of sym- 
pathy, attention and freedom from obligation 
become a pattern of living accepted by both 
the patient and family so that an equilibrium 
is established which is mutually satisfactory. 
Members of the family take pride in sacrific- 
ing their lives to one dear and close to them 
who is afflicted by serious and continued ill- 
ness and suffering. The patient develops at- 
titudes of fortitude and cheerfulness which 
repay the family for their solicitude. Any 
sudden change in this equilibrium produced 
by improvement in the patient's physical con- 
dition may set off the most disturbing con- 
sequences. 

The two cases presented here are unusual 
in that the surgical procedures were dramatic. 
The results of surgery are excellent and both 
patients who have been chronic invalids were 
told that their activities could be greatly in- 
creased, practically to normal. We wish it 
clearly understood that we have only the high- 
est praise for these surgical results. Obviously 
medicine will continue to develop greater and 
greater skills in curing chronic illnesses. We 
call attention to the emotional problem in the 
belief that it is important to be aware of it 
and take steps early to deal with it. This re- 
quires a larger view of the total problems of 
the individual and a closer cooperation be- 
tween medical specialties. In the teamwork 
of a large hospital an evaluation of emotional 
factors and a plan to deal with them can be 
worked out even before surgical treatment. 


CASE REPORTS 


Case 1.—Mrs. A (491935) came to the Johns Hop- 
kins Hospital for diagnostic study in February of 
1949. She was a married woman of 39 who had pre- 
viously consulted many physicians and visited other 
hospitals for evaluation. She complained, “tumors on 
my ovaries, 


heart trouble and a weak back.” She 
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said that she had never been well and when ques. 
tioned expressed complaints related to almost all the 
systems. In relation to the head, for example, she 
spoke of headaches, blurring of vision, buzzing and pain 
in her ears and abscesses of the teeth. Although she 
had had these multiple troubles all her life, no great 
effort was made to evaluate emotional factors. Under 
neuropsychiatric review the history said “she has 
been happily married for 15 years, compatible men- 
tally and physically with her husband.” The patient 
had been told three years earlier that she had heart 
disease. She had always been more or less short of 
breath. She had never played with other children 
because of generalized weakness. Palpitation often 
made it difficult for her to go to sleep. Physical 
examination revealed evidence of rheumatic heart 
disease with mitra] stenosis and insufficiency and re- 
cent history suggestive of paroxysmal dyspnea. Other 
detailed studies were essentially normal. No ovarian 
tumors were found and there was no evidence of 
organic disease of her back. 

The patient was given quinidine and returned 
home. At the end of four months she stopped taking 
the medicine because she was nervous. The tinnitus 
was disturbing her. She described shaking attacks 
when she broke out in a sweat and then became chilly. 
Pain in the bladder and difficulty of urination were 
described as additional complaints. By October, 1949 
she remained in bed most of the time. She wrote that 
her nose and throat felt numb and paralyzed. She 
placed herself on a greatly restricted diet because her 
stomach became swollen and painful after eating. 


In January, 1950 Mrs. A entered the hospital. An 
operation was performed on the heart and the mitral 
stenosis was treated by digital dilatation of the 
orifice. The patient did well after the operation. At 
this time she mentioned frequently that she had had 
bouts of anemia throughout her life which often re- 
quired blood transfusions. She felt this needed more 
attention. Her anxiety was disregarded since her 
blood count was normal. She was advised to rest for 
two months after her return home and then increase 
her physical activity. For a time she was active, walk- 
ing 18 blocks a day, swimming and riding a bicycle. 
In June, 1950 she developed pain in her teeth and 
the pain later migrated to her left shoulder; she re- 
turned to the hospital. She feared exertion because 
she tired easily, felt weak and developed nausea and 
vomiting. On this admission the diagnosis of tension 
and anxiety first appears in the history. Her next 
visit to the hospital in November 1950 was precipitated 
by a specific situation. A bus started suddenly while 
she was standing on the step, causing her to lose her 
balance. She became panicky and developed numb- 
ness of her left side. It was necessary to help her 
home and she remained in bed for a week. She had 
headaches, pain in the left side of the jaw and left 
shoulder. 


It was during this visit that Mrs. A was first seen 
by a psychiatrist. She told of her fluctuating health 
since the cardiac operation and her great weakness. 
She said, “After the operation, I was led to believe 
I could be a normal person. I am under a mental 
strain because they cut some nerves.” She blamed 
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most of her present trouble on the bus accident. The 
bus driver was inconsiderate and did not treat her 
like an invalid. He had injured her and done her 
serious damage. “After the bus accident I was caught 
in a whirlpool.” 

The patient talked freely about her early life and 
said she had always thought of herself as delicate. 
As a child even the effort of having her hair washed 
made her sick. All the rest of the family had been 
healthy and they made a good deal over her. “I 
received little favors that the others did not get. I 
guess I was spoiled.” She had never been well enough 
to play with other children. Her father died when 
she was small and an older brother had taken the place 
of a father in that he had been especially solicitous 
and kind to her. He continually carried her to doctors 
and paid the bills. “I called on my brother rather 
than my husband. He never complained in any way.” 
Two years before the patient was seen here this 
brother had been murdered. Mrs. A said that her 
husband knew that she was an invalid before they 
were married and wished to take care of her all her 
life. She had her first child without trouble but 
feared that the second child would kill her. The 
third pregnancy was interrupted. 


Mrs. A then talked of the change of attitude in her 
family following the cardiac operation. Her husband 
who had used up all his resources for medical care 
was angry that she was not more active. He wanted 
her to take care of the house and join a number of 
organizations. She said she had no interest in these 
things but she wanted to dance, swim and ride a 
bicycle. ““My husband knew I was lazy. Now he can’t 
accept it. He fights it. He has a horror of an invalid 
wife.” Her two daughters felt imposed upon because 
they had to do the housework. “They dread to come 
home from school because they know I will be sick.” 
Her mother continually nagged her to take care of 
the home. “My mother said I would be better off 
dead.” Her local physicians were tired and disgusted 
by her many complaints and her plan to sue the bus 
company. She insisted that she needed almost con- 
tinuous attention at this hospital. 


The patient was seen for two more visits, the last 
in February, 1952. She told me of her preoccupation 
with three visions which had occurred since the cardiac 
operation. In these visions she saw God, Jesus and 
her murdered brother sitting on a cloud. They spoke 
and beckoned to her. She said she felt her pains 
would go away if she could come to some terms 
with the visions. She cried when she said that her 
dead brother was the only person who ever under- 
stood her. It was my final conclusion that she was 
psychotic and showed evidence of paranoid schizo- 
phrenia. She was gathering evidence to sue the bus 
company for damage to her health. 


In summary, this woman adjusted to life 
in a neurasthenic and hypochondriacal way 
even in childhood. Her older brother was 
pleased to support her in this invalid reaction 
and her complaints probably became worse 
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after his sudden and tragic death. We do not 
know at what age the cardiac damage oc- 
curred but it is quite possible that the neu- 
rotic symptoms were already well established. 
She came to the hospital with multiple com- 
plaints and a story of life long illness. Phy- 
sicians did not investigate her problems as a 
person but rather the functioning of her va- 
rious organ systems. There were no more 
complaints about the heart than other por- 
tions of the body and attention might have 
been focused on other areas which bothered 
the patient. However, the valvular disease of 
the heart was striking and doctors considered 
it her principal difficulty. They assumed that 
her other diffuse symptoms would melt away 
when her heart was improved. In retrospect 
we wonder how much actual evidence of 
cardiac decompensation was present. Many 
symptoms which could be related to damaged 
cardiac function appeared later to be mani- 
festations of anxiety. After the operation the 
patient was willing to dance, swim or ride a 
bicycle but showed no interest in taking 
charge of her home or enlarging her relation- 
ships in the community. Her family became 
exasperated with her when she would not 
work but developed more symptoms and 
greater dependence on hospitals and doctors. 
The patient felt rejected and took refuge in 
visions of God and her dead brother. She 
projected the fault for her failure to improve 
on the bus driver. From a fairly comfortable 
neurotic adjustment the patient was plunged 
into a psychosis. 

Case 2.—The second patient, Mr. B (342192 and 
H.P.P.C., 10685) is a 2l-year-old married man who 
has been admitted to the Johns Hopkins Hospital 10 
times. Indeed hospitals have been his second home 
where he has received transfusions, medical and diag- 
nostic measures and several major surgical procedures. 
The illness began during the first year of his life 
when he was noted to have black tarry stools and one 
hematemesis. By the age of six hematemesis occurred 
about every six months. At the age of eight, anemia, 
thrombocytopenia and an enlarged spleen led to the 
diagnosis of Banti’s syndrome and splenectomy was 
performed. The bleeding continued. When he was 
13 he first came to this hospital and the vessels to 
the cardiac portion of the stomach were ligated. A 
year later an attempt was made to anastomose the 
splenic vein to the inferior vena cava. No vein large 
enough for anastomosis could be located. In April, 


1950 a partial esophagectomy and subtotal gastrec- 
tomy were performed. This operation was a turning 
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point in the patient’s life inasmuch as there has been 
no serious bleeding since. 


However, the previous symptom of hematemesis 
was replaced by postprandial abdominal pain, vomit- 
ing and diarrhea. Two further surgical procedures 
dealt with adhesions and partial obstruction. There 
was some question whether the innervation of the in- 
testines had been seriously disturbed. It became clear 
that the complaints were out of all proportion to anv 
physical findings. The best medical opinion con- 
cluded that he had a fully patent, well functioning 
gastrointestinal tract. Psychiatric help was sought 
for emotional problems including demero]® addiction. 


The patient said that the emotional problems be- 
came marked after the bleeding was controlled. He 
said, “I was prepared to die but I was not prepared 
to live.” The family life had been grossly disrupted 
by his 19 years of illness. Since he was an only child 
his mother had given him her entire time, watching 
over him at home and sitting by his bed in hospitals. 
A former school teacher, she had supervised his edu- 
cation since he had not been able to attend school. 
The father worked hard and made a good living, 
most of which was spent for doctor bills. The mother 
and patient shared a symbiotic life from which the 
father was largely excluded. In spite of his illness 
the patient had acquired two skills. He was extremely 
adept at archery and took part in state and national 
tournaments. He also became a proficient photog- 
rapher to the point where he made a small income 
in periods of relative good health. 


The mother welcomed psychiatric advise because 
she was fearful of a suicidal attempt by the patient and 
disturbed by the addiction. The patient talked freely 
of periods of demerol® intoxication. He would go 
to a strange physician, show the scars on his abdomen, 
explain that he had a malignant tumor and ask for 
demerol.® He would then go on a “demerol® jag.” 
He had developed a “what's the use” attitude and felt 
that he had missed many of the normal pleasures of 
life. He willingly entered the psychiatric hospital to 
avoid the constant observation by his mother and 
enjoy some of the socialization which he might have 
found in school or college. 


In the hospital he was pleasant, friendly and co- 
operative after the manner of an early adolescent. He 
felt some guilt and embarrassment over his previous 
behavior but showed little anxiety. There were few 
complaints of pain, he ate well and took part in all 
activities. After three months he obtained a job in a 
photographic shop in Baltimore and was quickly pro- 
moted to a responsible position. He took part in 
archery contests. He found that he could pass a 
physical examination and compete with men of his 
age on terms of relative equality. He moved to a 
room outside the hospital and treatment was con- 
tinued on an out-patient basis. Although he has 
strongly advised to remain in Baltimore and establish 
himself away from his family, he insisted on returning 
home, using as an excuse his wish to work for his 
father. 


Soon after he reached home he married a girl 
whom he had known for some years. Apparently she 
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knew little of the patient’s illness and nothing of the 
addiction. They acquired an apartment of their own 
but he had to visit the parents’ home each day to 
talk over business. The mother spent her time super- 
vising him both in her home and his. The patient 
found it difficult to do his part of the work on a 
truck farm operated by his father. After he de- 
veloped a cold he found he could become intoxicated 
by drinking large amounts of terpene hydrate and 
codeine. He said this new mixture had the advantage 
that it could be obtained without prescription and pro- 
duced less uncomfortable after-effects than demerol.® 
In a period of intoxication he wrecked a car and 
his difficulties were brought to the attention of the 
police. His general nutrition suffered and he de- 
veloped dependent edema. His mother spent much 
of her time searching the house for drugs. She took 
the patient to another clinic where she could ask 
for medical help and yet not mention the drug 
problem. The mother was angry and the patient was 
rebellious. 

Finally the father took an active part in the medical 
problem for the first time and returned the patient 
to this hospital. The patient was somewhat depressed 
but able to discuss his passive dependence on his 
mother and his resentment at her interference. He 
left the hospital once for a bout of intoxication and 
then returned to settle down to a serious consideration 
of his problem. He was found to have a protein 
deficiency and treatment improved his physical con- 
dition. He could see a reason for living in another 
city away from his parents but said that further com- 
plications of recent months made this impossible. His 
wife was pregnant and he could not make an adequate 
living away from home. The problem was discussed 
with his father and it was agreed that the patient's 
wife be fully informed about the situation. Ways were 
considered to relieve the mother’s distress. In the last 
few months there has been no further evidence of 
addiction. 


In summary, this man spent the first 19 
years of his life as an invalid, facing death 
at any time. He played this role so well that 
he enlisted the interest and help of others. 
His mother invested all her emotional interest 
in him and they became mutually dependent. 
When the patient improved the mother had 
no other field of interest and continued to 
watch the patient. He was emotionally im- 
mature since his chance to take part in the 
normal activities of growing up had been 
greatly limited. He became resentful of his 
dependence on his mother and his isolation 
from normal living. He learned to gain satis- 
faction from drugs and at the same time ex- 
press his resentment toward his mother. His 
first stay in the psychiatric clinic opened the 
door to an independent life away from his 
parents. Since he was so tied to his mother 
he rejected this solution. He sought an in- 
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dependent life in marriage but found him- 
self still subject to maternal solicitude and 
supervision. This led to further experimenta- 
tion with drugs. Although the problem may 
not yet be settled the patient shows capacities 
for further emotional growth. His wife and 
father are now aware of the problem and may 
be able to help both the patient and his 
mother. 
DISCUSSION 


Assuming that these two cases represent 
emotional reactions which are not unusual, 
we may speculate as to how they might have 
been foreseen and handled more effectively. 
In this connection an accurate prognosis 
which takes into consideration the patient’s 
problems in interpersonal relationships is of 
the utmost importance. This estimate of the 
situation allows the physician to make satis- 
factory plans to meet the problems as they 
develop. The prognosis as to emotional com- 
plications is based on a social history and also 
on an estimate of the patient’s emotional ma- 
turity. Thus there were several leads in the 
initial history of the first patient which 
needed amplification. First it may be con- 
sidered almost an axiom that a woman of 39 
who presents herself as an invalid from birth 
and has multiple somatic complaints of a dif- 
fuse nature suffers from a severe psychoneu- 
rosis. The initial history also records that 
her brother had been murdered two years be- 
fore she came to the hospital. Any curiosity 
concerning this dramatic fact would have 
brought out a flood of information, including 
her extreme dependence on this brother. In 
any conversation this woman revealed her 
need and demand for care and consideration 
from other people. Similarly in the second 
case the complicated relationship between the 
patient and his mother was quite evident. All 
physicians who are sensitive to emotional fac- 
tors in a situation can gather the information 
for a social history which illuminates the pa- 
tient’s attitudes. 


After this information has been obtained 
it is helpful to form some rough idea of the 
patient’s emotional age. The first patient ex- 
pressed it clearly when she said that she 
wanted to swim, dance and ride a bicycle. It 
was obvious that she wished to be dependent 
completely and wanted no responsibility. Her 
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emotional age was considerably less than 10 
years. The second patient cannot be said to 
have shown marked neurotic symptoms dur- 
ing his severe organic illness. Indeed he ad- 
justed to it in an adequate way. He had not 
been able to start the process of emancipation 
from his father and mother because he was 
very dependent on them. He continued to 
play the role of a good boy. He was in the 
preadolescent stage of emotional development. 
The emotional immaturity of these two per- 
sons could be expected to keep them from 
meeting adult problems in an adequate way if 
they were suddenly brought face to face with 
greater responsibility due to improvement in 
physical health. 


It is probable that patients and their fam- 
ilies often need to have the benefit likely to 
arise from a surgical procedure explained to 
them in more realistic terms. In the case of 
the first patient their expectations were clearly 
extravagant and unrealistic. ‘This woman had 
a right to hope for a more adequate circula- 
tion following a successful operation. There 
was no reason to think that this would cure 
her numerous complaints which had little re- 
lation to the cardiac difficulty. The second 
patient was snatched from death when the 
bleeding was stopped. The operation did not 
prepare him to live effectively. 

Thus, in presenting the possibilities of im- 
provement to the patient or the family, the 
patient’s own potentialities must be consid- 
ered as well as the organic condition. The 
family of the first patient changed their en- 
tire attitude toward her after the operation. 
They expected her to carry her share of the 
load and became angry when she did not co- 
operate. We may assume that they had been 
fairly kind and cooperative when they had 
thought of her as an invalid and we may 
agree that they would have continued in this 
attitude if they had realized that she was 
still an invalid. Possibly the result of the 
operation could have been interpreted to the 
husband more effectively in the following 
terms: “Your wife will be somewhat more 
comfortable and probably more active but she 
will never be strong.” If he had accepted this 
formulation she might have fitted comfortably 
in the home again without becoming dis- 
turbed. 
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The parents of the second patient were 
people of understanding which was above the 
average. Both the patient and his mother lost 
their orientation when his health improved. 
It seemed useful to separate them and place 
the patient for a time in a psychiatric hos- 
pital. There he gained in self-assurance and 
was able finally to live and support himself 
in a city away from his parents. He could 
never be thought of as truly neurotic or 
psychotic. Rather he manifested an alarm- 
ing degree of adolescent rebellion. The bouts 
of drug-taking served to lessen tension in the 
patient and to develop a tremendous power 
issue of disagreement between the patient and 
his mother. This man who had missed the op- 
portunity for a slow normal period of dif- 
ferentiation from his family had to compress 
his period of maturation into a short time. 
Negative and positive forces were working 
in this dilemma. On the negative side he 
could not release his close relationship with 
his mother and so returned home. This led 
to further tension and a tendency to irrespon- 
sible behavior. On the positive side he mar- 
ried which was a gesture of emancipation. Ile 
thought it was possible to earn an adequate 
living only if he worked for his father. Since 
he could not leave his parents for this reason, 
the emotional tangle with his mother was 
perpetuated. 


The mother at times saw the problem clear- 
ly and wished her son to make the best pos- 
sible plans. Nevertheless her life was barren 
without him. She had grown away from her 
husband and given up outside activities dur- 
ing the years of his illness to the point where 
she lived an isolated life. She really needed 
understanding support in reorientation of her 
relationships. The father and wife have now 
been drawn into the picture and they may 
be able to assist the patient in further emo- 
tional growth. 


SUMMARY 


Two patients developed severe emotional 
illness following operations which corrected 
severe physical defects and led to an improve- 
ment in their physical health. The discussion 
considers ways in which the emotional diffi- 
culties might have been anticipated and pos- 
sibly dealt with more adequately. 
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RABIES TREATED UNSUCCESSFULLY 
WITH OXYTETRACYCLINE* 
A CASE REPORT 


By Stuart P. Seaton, M.D. 
Crossville, Tennessee 


Since rabies is a disease which has always 
been fatal when the symptoms have devel- 
oped, a remedy which offers any hope of suc- 
cess is worthy of trial. Oxytetracycline was 
tried on a_ seventy-two-year-old white man 
who developed rabies. 


A stray dog had come to this man’s house 
and he had been feeding it for two weeks. 
The dog acted normally. He decided to give 
it away and so caught it and tied it up. When 
he tried to lead the dog away it attacked him, 
knocked him down and bit his face and 
hands rather severely. The wounds were 
dressed at home. The next day he killed the 
dog by shooting it through the head, and 
came to the hospital for treatment. The 
wounds were cleaned and dressed and he was 
given penicillin. Pasteur treatment was not 
given because the dog had shown no signs of 
rabies and on account of the fear of possible 
postvaccinal paralysis. However it is evident 
that this was a mistake. Rabies is more preva- 
lent among the wild and domestic animals in 
and around Tennessee than in most other 
parts of the country. A person who receives a 
severe bite, especially on the face, should 
probably be given anti-rabies treatment unless 
the dog can be proven not to have the dis- 
ease. Of course there is no certainty that the 
treatment would have prevented the disease 
in one so severely bitten on the face. 

The bite occurred on March 8, 1952. The wounds 
healed satisfactorily and the patient had no more 
symptoms until April 10, 1952. He then began to 
have some malaise and jerky breathing. The next day 
he was worse. When we saw him on April 12 he had 
spasms of the throat on being offered drinking water. 
He had difficulty eating and talking. Although the 
patient was still in fairly good general condition, it 
was recognized that he had developed rabies and that 
the prognosis was absolutely hopeless unless one of 
the new antibiotics would prove helpful. He was ad- 
mitted to the hospital that day. 


The patient never had any general convulsions. 


*Received for publication July 4, 1953. 
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There was occasionally a brief spasm in his throat 
when he emitted a cry. He was irrational and restless 
at times. He was fed a little by mouth at first and 
later by nasal tube, but intravenous fluids were also 
given daily. He was kept sedated by injections of so- 
dium amytal.® 

In the hope that oxytetracycline might have some 
beneficial effect on the course of the disease, it was 
given to him daily with the intravenous fluids. The 
first day he received 500 mg. and after that 1.5 grams 
daily for four days. 

The patient’s temperature rose to 102 degrees on 
the third day he was in the hospital. At that time 
his pulse became rapid and weak. It improved some- 
what with intravenous digitalis. On the fifth day he 
was quite stuporous. His trachea filled up with 
mucus which was removed by aspiration. Later he 
became cyanotic and the portable respirator was 
started, but it had been used only a short time before 
he died. 

An autopsy was done which showed healed fibrotic 
tuberculosis of the lungs. The brain appeared grossly 
normal. It was preserved by refrigeration and sent to 
the state health department for examination. Negri 
bodies were found and rabies was proven by animal 
inoculation. 

A new remedy is now being developed 
which may be of value in cases like this one. 
It is rabies antiserum prepared from hyper- 
immunized rabbits.* It must be given early. 
The dose is 0.5 cc. per kilogram of body 
weight, given intramuscularly. This anti- 
serum gives quick immunity, but since it does 
not last long, it is advised that the usual rabies 
vaccine be given too. In this way cases with a 
short incubation period would be protected 
by the antiserum until the immunity from the 
vaccine became effective. Experiments on ani- 
mals using the antiserum are described by 
Koprowski et alii. 

On account of the danger of postvaccinal 
paralysis from vaccine made of brain tissue, 
a safer vaccine is urgently needed. One is 
being made on chick embryos, but so far it is 
used only for immunizing dogs. The govern- 
ment has not released it for human use. 


SUMMARY 


A case of rabies in a seventy-two-year-old 
man is reported. Oxytetracycline was not effec- 
tive in the ordinary dosage when the disease 
had developed. 


*This antiserum is not available commercially yet, but can be 
secured in an emergency from Lederle Laboratories, Lilly Re- 
search Laboratories and possibly other drug companies, for 
patients severely bitten, especially about the head, by animals 
known to be rabid. 
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ANAPHYLACTIC SHOCK FOLLOWING 
PENICILLIN INJECTION* 


By Caro G. Pryor, M.D. 


and 
ZeB L. Burret, M.D. 


Augusta, Georgia 


As pointed out by Finland and Weinstein! 
in their recent summary of complications fol- 
lowing the use of antimicrobial agents, re- 
actions of one type or another to penicillin 
are not uncommon, and almost every prac- 
tioner has been unfortunate enough to have 
observed them. Mayer, Mosko, et alii,!° in their 
January, 1953 report list three general types 
of reaction due to penicillin hypersensitivity, 
namely: a serum sickness-like disease, derma- 
tological reactions, and an anaphylactic-like 
shock syndrome. It is with the latter that we 
are concerned. Fortunately, anaphylactoid re- 
actions are relatively rare; we are able to find 
twenty-two such cases,?-!6 eight of which re- 
sulted in death. It is the purpose of this paper 
to report three additional cases, one of which 
resulted in death.2 341011 12 1416 

Case 1+ (UH. 50-3883)—This thirty-year-old physi- 
cian’s wife was admitted to the University Hospital on 
March 26, 1950 with complaints of weakness, pain in 
the right chest and coughing up blood tinged sputum. 
The illness began about four days prior to admission 
with “head cold” and sore throat. She became acutely 
ill at 4:00 p.m. on the afternoon prior to admission at 
which time she had a chill and fever of 104° F. Soon 
after this she developed a slight pain in the right 
lower chest. A private physician saw the patient at 
this time and placed her on aureomycin and codeine. 
At about this time she began to cough up a small 
amount of blood tinged sputum. At 1:00 a.m. on the 
day of admission she had a second chill and fever of 
104.2° F. at which time she was given 100,000 units 
of aqueous penicillin G and 300,000 units of procaine 
penicillin intramuscularly. Approximately two hours 
later she awakened feeling cold, nauseated and sweat- 
ing profusely. At this time she was rational, weak, the 
peripheral pulse was imperceptible and blood pressure 
unobtainable. There was no pain except that previous- 
ly mentioned. She arrived at the emergency room 


*Received for publication May 22, 1953. 
+Our thanks to Dr. Donald R. McRae, Jr., for Case 1. 
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about 4:00 a.m. at which time her blood pressure was 
70/40. ‘There was no past history of allergic mani- 
festations and she had received both aqueous and pro- 
caine penicillin in the past. 

She was given oxygen by nasal catheter and intra- 
venous saline with phenylephrine by continuous drip. 
The response was immediate and dramatic, blood 
pressure being maintained at 90-100/50-70. After some 
six hours it was possible to discontinue the phenyl- 
ephrine. Physical examination after recovery from 
the state of shock revealed the findings of right lower 
lobar pneumonia. This was confirmed by x-ray. Her 
course was not remarkable; urine output remained 
adequate although albumin was present in the admis- 
sion urine specimen. The infection responded ade- 
quately to aureomycin and she was dismissed as im- 
proved some four days after admission. 

Case 2* (UH. 53-1181)—This 21-year-old white 
woman seen in the emergency room having 
received $00,000 units of procaine penicillin in a local 
physician's office for a sore throat at approximately 
3:00 p.m. January 21, 1953. Immediately after receiv- 
ing the penicillin she became nauseated, dizzy, short 
of breath, experienced pain in the chest and a gen- 
eralized prickling sensation. When seen in the emer- 
gency room a few minutes later she was cyanotic and 
had a very feeble pulse. Blood pressure was less than 
50 mm. of mercury systolic. Intravenous phenylephrine 
in 1000 cc. 5 per cent glucose in distilled water with 
100 mg. benadryl® and oxygen by pressure mask 
were started immediately. In spite of this treatment 
the blood pressure remained at this level for approxi- 
mately ninety minutes. After this time the blood pres- 
sure gradually came up to 80-90/50-60. It was found 
necessary to maintain the blood pressure with con- 
tinuous phenylephrine intravenously during the first 
nine hours and to administer oxygen for some three 
hours. In this time she received 65 mg. phenylephrine. 


was 


Past history revealed that at the age of four years 
she had angioneurotic edema supposedly following 
the ingestion of tomatoes. Approximately one year 
prior to admission she had a reaction to sulfonamides 
during which her face became swollen; her eyelids 
were edematous and closed and she had an eruption 
described as pink blisters. Uncomplicated pregnancy 
and delivery terminated some ten weeks prior to ad- 
mission. Family history revealed that the patient had 
a sister who had had several allergic episodes. 

After some twelve hours the blood pressure was 
stabilized at approximately 100/70, and the patient 
was subjectively well. Urine output remained good 
during the entire episode. There was no albuminuria 
and no other abnormal urine finding. The blood 
count was essentially normal. 

She continued to do well and was dismissed from 
the hospital some forty-eight hours after the admin- 
istration of the penicillin. 

Case 3 (UH. 53-2217)—This 24-year-old white 
married para 2002 was first seen on October 28, 
1952 with chief complaint of pain in the left side of 


*Our thanks to Dr. W. G. Watson for Case 2. 
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two months duration and a profuse yellow vaginal 
discharge. Physical examination at that time revealed 
chronic pelvic inflammatory disease and chronic cer- 
vicitis. She was treated with douches and received a 
total of five 300,000 unit injections of procaine penicil- 
lian G aqueous. Her response was satisfactory but 
temporary. On February 11, 1953, she again com- 
plained of pain in her left side and a profuse vaginal 
discharge. On pelvic examination she was found to 
have extreme tenderness in the left adnexa but only 
minimal thickening. The cervix was exquisitely ten- 
der on movement and was chronically infected. Her 
cervix Was cauterized and she was given a biotic com- 
bination combiotic® (300,000 units procaine pencillin 
crystalline, 100,000 units sodium penicillin G and one 
gram dihydrostreptomycin sulfate). Aspiration was 
carried out prior to injection and no blood was noted. 
Following injection, the patient dressed and had no 
untoward symptoms for approximately five minutes. 
Suddenly she gasped for breath, became livid, com- 
plained of great thirst, became cyanotic, collapsed, 
and immediately convulsed. The convulsion was trans- 
itory following this; respirations were gasping. An 
ambulance was called and she was given oxygen by 
mask. Immediately prior to arrival of the ambulance, 
she was given two | cc. ampules of epinephrine 1:1000 
aqueous subcutaneously, and one 5 cc. ampule of 
coramine® subcutaneously as her veins had collapsed. 
She was transferred immediately to the emergency 
room of the University Hospital where she was in- 
tubated and given oxygen. Seven milligrams of phenyl- 
ephrine were given intravenously in divided doses and 
1000 cc. of 5 per cent glucose in normal saline intra- 
venously was started. Her pulse and blood pressure 
were still unobtainable but she continued to breathe, 
although her respirations were gasping in type. In 
addition, she received 100 mg. of cortisone intramus- 
cularly, 25 mg. ACTH in 250 cc. of 5 per cent glucose 
in distilled water intravenously. She failed to respond 
to oxygen, fluids, or drugs, and about one hour after 
admission to the emergency room, respirations ceased 
and her heart stopped for approximately one minute. 
Respirations and heart beat resumed spontaneously 
but shortly thereafter she began to show signs of 
decerebrate rigidity. Five and one-half hours after 
admission her systolic blood pressure came up to 90- 
100 mm. Hg. and remained fairly stable. Prior to this, 
her blood pressure had been obtainable at levels of 
40-70 mm. Hg. systolic. At this time she was trans- 
ported to a hospital bed and oxygen and fluids were 
continued. She received during the first twelve hours 
after admission 1000 cc. of 5 per cent glucose in dis- 
tilled water containing 75 mg. phenylephrine; sodium 
phenobarbital grains, two every six hours; morphine 
sulphate grains, 1/96 every hour; 1000 cc. Ringer lac- 
tate, 500 cc. of which contained 25 mg. of phenyleph- 
rine. She was suctioned and an indwelling catheter 
placed in the bladder. Urinary output following ad- 
mission to the hospital was 510 cc. 


Her blood pressure remained from 110-130 over 90- 
100; pulse 130-144; respirations 26-28. Her vital signs 
improved slightly about 11:00 p.m. February 11, 1953, 
but the improvement was negligible and transitory. 
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Her respirations became more labored and she died 
at 11:05 a.m. on February 12 which was twenty-four 
hours and fifty minutes following injection of com- 
biotic.& 

Laborato'y Work: Urinalysis showed albumin, 2 
plus; specific gravity, 1018; sugar, trace; reaction, acid; 
microscopic, negative; carbon dioxide combining pow- 
er 35. The electrocardiograms showed sinus tachycar- 
dia. 

The patient’s past history revealed an episode of 
angioneurotic edema ten days prior to the present ill- 
ness following the ingestion of a pork sandwich. In 
addition, she had mild urticaria on November 7, 1953, 
etiology questionable. A friend described a mild 
cyanotic episode while taking a shower on the day 
prior to admission. 

Autopsy findings were as follows: 

(1) Cerebral congestion and edema 

(2) Myocardial edema and focal hemorrhage (my- 

ocardial and epicardial) 

(3) Congestion and parenchymatous degeneration of 

the liver 

(4) Congestion, hemorrhage and reaction centers of 

spleen 

(5) Lipoid depletion and tubular degeneration of 

the adrenals 

(6) Severe ganglion cell degeneration 

(7) Marginal pulmonary atelectasis 

(8) Herniation of the temporal lobe through the 

tentorium 

According to Stroud* all ten cases reported 
at the time of their writing have shown signs 
of difficulty within thirty minutes after injec- 
tion, most within ten minutes. It is of interest 
that our first case showed a delayed reaction, 
some two hours elapsing between injection 
and onset of symptoms. It is also of interest 
that about a month after the episode our first 
patient had skin and conjunctival tests to in- 
creasing amounts of penicillin, procaine and 
procaine penicillin without showing any sen- 
sitivity whatsoever even when the procaine 
penicillin was administered in therapeutic 
doses. This would suggest that the sensitivity 
was in some way related to a temporary con- 
stitutional condition, and even if practical, 
sensitivity tests would probably be of little 
help in preventing these accidents. However, 
according to Mayer, Mosko, et alii, the value 
of skin testing cannot be overemphasized, es- 
pecially in patients giving a history of pre- 
vious allergy to penicillin. 

Cases of death from penicillin anaphylaxis 
have been reported by Waldbott? and Co- 
rajod,? Higgins and Rathchild,'! Mayer, Mos- 
ko, et alii!” Christenson, et alii!* and Stroud* 
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cites another case which has not been re- 
ported. 


There is considerable speculation as to the 
reason for the increasing number of reports 
of penicillin reactions. Many investigators 
feel that there are two factors which influence 
this: first, penicillin has been in use for such 
a length of time that many patients now re- 
ceiving the drug have received it one or more 
times in the past, so that there has been ade- 
quate opportunity for acquired sensitivity to 
develop; second, the availability and cost of 
penicillin are such that vast amounts of it are 
administered. Its use in mild infections is so 
common that many patients present them- 
selves with a request for a shot of penicillin. 
Unfortunately it is frequently easier to com- 
ply with the patient’s request than to refuse 
even in the absence of clearcut indication 
for the antibiotic. This is a deplorable con- 
dition, and is likely to result in an increase in 
the number of sensitive patients and resistant 
infections. 


SUMMARY AND CONCLUSIONS 


Three cases of penicillin anaphylaxis are 
reported. It is concluded that the practice of 
giving penicillin or any other antibiotic in 
the absence of a definite indication should 
be discontinued. 
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THE USE OF DEXTRO-AMPHETAMINE 
IN SEVERE BEHAVIOR PROBLEMS 
OF CHILDREN* 


By STEPHEN A. GINN, M.D.* 
and 
B. 
Durham, North Carolina 


In 1937 Charles Bradley! introduced the 
use of amphetamine in the treatment of be- 
havior disorders of children.234 In 1942 he5 
reported that the maladjustment of children, 
expressed through symptoms of restlessness, 
noisiness, hyperactivity and distractability, 
could be markedly altered by the use of am- 
phetamine. The behavior shifted dramatical- 
ly with a marked reduction of these disturbing 
traits, and much more subdued behavior made 
its appearance. Numerous subsequent re- 
ports® confirmed his earlier observations. 


In 1942 Lauretta Bender and Cottingham‘ 
also reported favorable results with the use 
of amphetamine. They attempted to define its 
usefulness in terms of diagnosis, and to ex- 
plain the mechanism of its usefulness. Ben- 
der found it valueless in organic brain dis- 
ease and in schizophrenia, but useful in the 
psychoneurotic and neurotic behavior dis- 
orders. She found that the drug gave some 
relief for the symptoms of aggressiveness and 
overactivity in so-called psychopathic chil- 
dren; however, the amelioration of behavior 
in this group represented no fundamental 
change. 

Bender hypothecated that the sense of well- 
being resulting from the use of the drug re- 
duced the level of annoyance of the neurotic 
traits and the need of the child to express his 
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conflicts in overactivity and aggressive pat- 
terns. In 1950 Bradley suggested that her hy- 
pothesis might explain the paradoxical re- 
action of the opposite effects of the drug, at 
times stimulating, at times subduing. This 
explanation, however, is not wholly convinc- 
ing to us. Its effects seemed to be more global 
than could be accounted for by a moderate 
change in mood. Furthermore, when the drug 
is not effective, overactivity or withdrawnness 
may be increased. 


Bender noted also in some of her cases 
markedly increased learning ability, especially 
in reading. Earlier, in 1940, Bradley had stud- 
ied improved learning attitude and ability, 
and noted particularly the beneficial effects 
upon arithmetical learning. He attributed 
this to increased attention, stimulation of ef- 
fort and greater spontaneous interest. It is 
interesting to note that he found no real in- 
crease in intellectual quotients, but only bet- 
ter ability to respond in the testing situation. 


Our own experience with the use of am- 
phetamine (benzedrine®*) and dextro-am- 
phetamine (dexedrine®*) has been a short 
one to two years. The absence of many reports 
in the literature lends support to our idea that 
others, as well as ourselves, have neglected to 
use this extremely valuable adjunct in the 
treatment of behavior problems of children. 


In the Child Guidance Clinic at Duke Hos- 
pital we classify cases of behavior disturbances 
under these headings: 

(1) Organic or organic-driven behavior dis- 
turbances we define as having fairly conclu- 
sive evidence of organic brain damage. The 
various encephalitides, severe head trauma, 
psychomotor fits and epileptic seizures are 
the main types. The symptomatology was 
recognized particularly after the 1918 epi- 
demic of Economo’s encephalitis.§ One of 
us described this organic type of behavior dis- 
turbance in 1924, and listed the following 
symptoms: restlessness, hyperactivity, over- 
talkativeness and noisiness; short attention, 
distractability, impulsiveness, excitability and 
variability of mood; irritability, temper out- 
bursts, disobedience, disrespect, cruelty and 
aggressive sexuality; indolence, neglect of per- 
son and handling of excreta. Many other re- 
ports of about the same time, and later, came 


*Supplied by Smith, Kline and French Laboratories, Phila- 
delphia, Pennsylvania. 
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to a similar description of organic behavior. 
All of the symptoms are markedly exaggerated 
over the normal, and fail to yield to any type 
of environmental influences, discipline or 
psychotherapy, either direct or permissive. 

(2) Our second grouping is organic-like be- 
havior when there is no positive evidence of 
brain damage, either by history, neurologic 
signs or significant electro-encephalographic 
alterations. The reactions have the clinical 
coloring of those with organic brain disease, 
and the differential diagnosis is often difficult. 
We subdivide this group so as to include spe- 
cific developmental disabilities or oddities 
(such as severe reading difficulty, inability to 
handle number concepts or perceptive deaf- 
ness), and also severe emotional disturbances 
such as rage outbursts and abnormal fear. Any 
of the organic type of reactions may occur, 
but perhaps in less violent form. The im- 
portant diagnostic criterion for taking them 
out of the organic group is the fact that they 
do yield, at least in part, to reconditioning 
by environmental manipulation or psycho- 
therapy. 


(3) We distinguish a group of cases in which 
psychogenic or environmental influences seem 
to be at the basis of the behavior. These may 
be called primary behavior disturbances or 
adjustment reactions. We hold to the con- 
viction that constitutional factors may also 
play a significant role. We are convinced that 
the environment can produce conduct mal- 
adjustment only if the child’s organism is con- 
structed to receive the damaging environmen- 
tal stimuli. This third group of cases yields 
readily to conditioning and psychotherapeutic 
procedures of many different varieties. We 
would include most of the psychoneurotic or 
neurotic traits, emotional lability reactions 
and petty lying or stealing. 

(4) Inferior constitution, with severe defects 
in the capacity for social adjustment, moral 
learning and sexual adjustment, if present in 
severe form, makes up the group of psycho- 
pathic personalities. We do not mean to sug- 
gest that the diagnosis of sociopathic person- 
ality necessarily condemns the child for all 
of his lifetime; it may be merely a manifesta- 
tion of very late or delayed development in 
growth. Many of the children who appear 
to be psychopathic do ultimately make a 
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quasi-successtul adjustment in the late twen- 
ties or early thirties. 


(5) Schizophrenic, autistic and manic-de- 
pressive reactions are classified as psychotic. 


We have treated cases with dextro-ampheta- 
mine mainly in the group of organic-like re- 
actions. We employ it for the most part for a 
group of symptoms rather than for diagnostic 
entities. These symptoms are: excessive rest- 
lessness, short attention, impulsiveness and 
moderately severe emotional variability. When 
these symptoms interfere with the customary 
adjustment expected for a child at a particu- 
lar age, then we try dextro-amphetamine. 


‘Cases can best illustrate our criteria. 


Case 1—A seven-year-old child of average intelli- 
gence was brought to our clinic because she had not 
learned to read in the first and second grades. The 
mother, a teacher, attempted remedial reading at home, 
using kinesthetic methods under the clinic’s direction. 
Concentration was very poor, attention span extremely 
short, and there was marked restlessness. Many months 
of training, both by the mother and a remedial read- 
ing teacher, resulted in practically no progress. Dextro- 
amphetamine immediately cut down the restlessness 
and increased the attention span and concentration. 
Progress was rapid, and within months she was up to 
grade level in reading. 


Case 2.—A six-year-old boy was brought to the clinic 
because he was impossible to discipline and emotionally 
labile: “evasive and like quicksilver,” the mother said. 
He was extremely stubborn, was disobedient and had 
a very quick temper. Threatening, punishment, rea- 
soning and cajoling were ineffectual. He was too 
bossy and belligerent with children, but a crybaby if 
the children retaliated. At times he was destructive. 
He played with matches and started several fires. He 
was often very restless, and his attention span was 
short. At times he reverted to infantile behavior, 
smearing food, using baby talk, wetting the bed and 
acting like a puppy dog. 

Attempts at conditioning were a failure, and previous 
psychotherapy sessions in another clinic had not al- 
tered behavior. Dextro-amphetamine was started, and 
almost immediately improvement was noted. It was 
necessary to increase the dosage to 30 mg. a day to get 
optimal results. He improved in all areas and became 
a pleasure to his family, whereas formerly he had been 
a burden and a source of unhappiness to them. To 
test whether the improvement was due solely to 
dextro-amphetamine or to other factors, we discon- 
tinued medication, and immediately the old behavior 
returned. It promptly disappeared when dextro- 
amphetamine was again started. The improvement has 
held for a period of two years. 


Case 3.—The grandmother brought a 614-year-old 
boy to the clinic because of marked overactivity, con- 
stant running, wandering the streets after school, 
incessant fighting with the younger brother, extreme 
demands for attention and failure to respond to dis- 
cipline. The father and mother both worked during 
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the day, but obtained no better behavior from the 
child than did his grandmother. A year in school 
resulted in no learning whatsoever. It was impossible 
to administer psychometrics in the beginning because 
of the restlessness and very short attention. Dextro- 
amphetamine was given in 5 mg. doses the first week 
of treatment, and 10 mg. the second week. Improve- 
ment was immediate, and after two weeks psychometric 
examinations showed the boy to have average intel- 
ligence. We wanted to try 15 mg. a day, but the grand- 
mother refused to use a larger dosage because she 
thought the boy normal on 10 mg. 

Case 4—When the mother brought this eight-year- 
old boy to Child Guidance Clinic, she said that he 
had always been more than she could manage, and 
gave numerous lifelong complaints. He could never 
sit still, was in continuous motion, and pursued any 
one project for only a short time. In school he was 
restless and paid no attention. He learned fairly well, 
but gave up easily. The third grade teacher refused 
to keep him because he was so disturbing to the class. 
He was always hardheaded, and never knew the mean- 
ing of “no.” He was unmanageable, disobedient, mis- 
chievous, ran away and frequently got into trouble. 
He was daring, very destructive, cruel to pets, argu- 
mentative and bossy with children. After the age of 
six he stole and lied. 


In the clinic he was hypermotile and very short 
in attention. He was investigative and attention- 
demanding, but could be partially controlled with 
firmness. General intelligence was very superior, 
but scholastic achievement low. The electro- 
encephalogram showed resting cerebral electroactivity 
within normal limits; however, the response to over- 
ventilation was severe and abnormal. 


While seeking admission to a treatment home and 
helping the parents to establish more consistent dis- 
cipline, dextro-amphetamine medication was begun. 
After the dosage was increased to 15 mg. each morn- 
ing there was great improvement. He no longer told 
stories nor rambled about town after school. He was 
more obedient and polite. He was much better be- 
haved with children and played more readily by him- 
self. For a while there were some difficulties, such 
as arguments with his brother, and necessity of re- 
minders. He was again accepted in public school, and 
the teacher found him no more difficult than the 
majority of her pupils. During 18 months on dextro- 
amphetamine his adjustment was reported as satis- 
factory. 

Case 5.—A four-year-old boy was brought to Duke 
Child Guidance Clinic by his mother, seeking place- 
ment in a school for the retarded. He had probable 
encephalitis at the age of three years, but there was 
evidently difficulty before that time. At 18 months 
he was described as very destructive and cruel to chil- 
dren. Separation of the parents and the mother’s work 
required placement, but he was such a problem that 
no one would keep him longer than a few weeks. He 
was in a series of boarding homes, short periods with 
his mother or grandmother and six weeks in a board- 
ing school. At the age of three years the school said 
that he had severe temper, fought and threw things, 
was not toilet trained, jabbered only a few words and 
ate with his fingers. 
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When the mother brought him to the clinic at 
the age of four, she said that he was very destructive, 
had severe tantrums, was not toilet trained, stuttered 
and chewed on clothing or objects. He had received 
many whippings without improvement. In the clinic 
he was hypermotile, short in attention, easily dis. 
tracted, noisy and destructive. Although testing con- 
ditions were not good, scores on the Stanford-Binet 
yielded a mental age of over three years and an 
intelligence quotient of about 80. An electro- 
encephalogram showed no definite abnormality. 


Over a period of seven months he was given dextro- 
amphetamine up to 714 mg. each morning and seen 
in weekly play sessions. With a larger dosage there 
was increasing improvement. He was quieter, played 
longer, talked more slowly and showed more affec- 
tion. He was less destructive and had less temper. 
During a trial off medication he again had temper 
stubbornness, misbehavior, restless and poor concen- 
tration. On one occasion he took an overdose of 
dextro-amphetamine elixir, and persisted in play ac- 
tivity for hours, ignoring visitors and other activity 
about the house; he slept little that night, and the 
next morning continuously fumbled with his fingers 
or clothes. The boarding home was willing to keep 
the boy as long as he was on medication, but the 
mother still sought placement in an institution, sug- 
gesting even training school or a school for the re- 
tarded. 


We have a series of 34 cases of children in 
whom the drug (usually dextro-amphetamine) 
was used and evaluated. An additional 30 
cases were tried with the drug, but no report 
of results is possible because of inadequate 
follow-up. Of the 34 cases treated and fol- 
lowed four were not improved, two were 
made worse and 28 were improved. Of this 
28, improvement was slight in four of the 
cases. If we convert this to a percentage fig- 
ure for the sake of comparison, we can report 
70 per cent of definite improvement, which 
corresponds to Bradley’s report of 1950, with 
60 to 75 per cent improvement. A summary 
of our results, according to the main problem, 
is as follows: 


Neurotic. 4 
Conduct disturbance............... 19 
Reading disability................. 2 
2 

(B) Not improved. ..... 4 
1 
Mental deficiency ...........5+-: 
Diagnosis undetermined ............ 1 


( 
( 
Conduct disturbance..............-. 2 
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In our series of cases electro-encephalo- 
graphic tracings were obtained when we sus- 
pected epilepsy or organic brain involvement. 
Routine examinations were not done, because 
children frequently have to return from a 
long distance and there is pressure of work in 
our laboratory. A review of the literature on 
electro-encephalographic findings in behavior 
problems of childhood can be summarized as 
follows: any group of behavior problem chil- 
dren will have a significantly higher percent- 
age of abnormalities than a control-normal 
group. Abnormalities are reported as high as 
70 per cent in most studies and as low as 22 
in others. A variety of abnormalities are re- 
ported, including generalized, paroxysmal or 
slow waves, and very rarely focal disturbances. 
It is significant that in some cases, even when 
the electro-encephalogram shows definite ab- 
normality, environmental manipulation will 
reduce the behavior problems. Jasper®-!? has 
noted that electro-encephalographic abnormal- 
ities do not disappear, even though behavior 
is improved either by conditioning or drug 
therapy. 

We used dextro-amphetamine primarily 
because it produces fewer unfavorable re- 
sponses than amphetamine, but occasionally 
we changed to the latter with more favorable 
response. Medication was begun with 2.5 to 5 
mg. at breakfast, and the morning dosage was 
increased until the desired effect was achieved. 
Maintenance dosages ranged from 5 to 10 mg., 
that is, one to six tablets at breakfast. Occa- 
sionally irritability and hyperkinesis, as the 
effect was wearing off in the afternoon, were 
alleviated by an additional small dose at noon. 
The effects were noticeable within 30 minutes 
to an hour, reached their peak in a few hours, 
and tapered off during the next few hours. 
For a few days after starting or increasing the 
drug, mild anorexia and insomnia were at 
times noted, but these disappeared. Tremors 
were rare. In some cases medication was con- 
tinued for several years without development 
of tolerance, addiction or toxic signs. 


CONCLUSIONS 


In organic-like behavior disturbances of 
children dextro-amphetamine (dexedrine®), 
in doses of from 5 to 30 mg. a day, favorably 
changes disturbing behavior patterns. Normal 
childhood adjustment frequently results. In 
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a series of 34 followed-up cases improvement 
was marked in 70 per cent. 
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STUDIES ON VASCULAR HEADACHE* 


ONE THOUSAND CASES OF MIGRAINE AND TENSION 
HEADACHE 


By ARNOLD P. FRiepMAN, M.D.t 
and 
THEODORE J. C. von Storcu, M.D.* 
New York, New York 


In the past five years we have observed sev- 
eral thousands of patients with various types 
of chronic vascular headaches. It is now com- 
monly accepted that with the exception of 
headache due to muscle spasm or conversion 
hysteria practically all headaches are funda- 
mentally vascular. Among this group there 
have been many cases of headache associated 
with hypertension, arteriosclerosis, infection, 
menstruation, brain tumor, allergy and, of 
course, cranial trauma. However, the most 
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prevalent types have been migraine and ten- 
sion headache. Although migraine probably 
has many causes it represents a definite clin- 
ical entity and has a common underlying 
mechanism. Tension headache has a more spe- 
cific etiology but is not so precisely defined 
clinically or physiologically. It is our intention 
to present an analysis of 600 migraine and 
400 tension cases which have been studied 
from two to five years in the Headache Clinic 
of Montefiore Hospital. 


Migraine is a syndrome in which the out- 
standing feature is periodic unilateral head- 
ache usually associated with gastrointestinal 
symptoms and often preceded by visual or 
psychological disturbances. There is frequent- 
ly a history of similar headaches in the parents 
or other members of the family. 


The specific underlying causes of migraine 
are unknown. The mechanism of the symp- 
toms is more clearly understood and is con- 
sidered to be on a vascular basis. An initial 
vasoconstriction of the cerebral arteries pro- 
duces visual and possibly other pre-headache 
phenomena prior to the onset of the head- 
ache. This prodromal period is then followed 
by dilation and distention of cranial arteries 
primarily in the distribution of the external 
carotid artery. It is this arterial dilation with 
increased amplitude of pulsation that is pre- 
sumed to cause the headache. Persistent di- 
lation results in rigid and pipe-like vessels. 
The pain at this stage is a steady ache replac- 
ing the earlier throbbing, pulsating type due 
to dilated vessels. During or following this 
there is a “muscle contraction pain.” This 
spasm is a reaction to the migraine pain and 
may outlast it. The headache itself arises from 
the stimulation of pain endings which lie in 
or near the walls of the intracranial arteries, 
whereas the muscle pain is the result of direct 
stimulation of nerve endings in the muscle. 
Our realization that the vascular changes 
cause the primary symptoms of the migraine 
syndrome has resulted in more effective symp- 
tomatic treatment. 

We believe that the term “tension head- 
ache” should be limited to headache occurring 
in relation to constant or periodic emotional 
conflicts of which the patients are usually 
partially aware. Such an emotional state may 
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induce headache by producing changes in the 
caliber of the cranial vessels and concomitant 
spasm of the skeletal muscles of the head and 
neck. The background and pathophysiolog- 
ical mechanism for this headache is similar 
in many ways to the migraine syndrome. 
However, tension headaches have no prodrom- 
ata, are usually bilateral occipital or frontal, 
and may be accompanied by a variety of asso- 
ciated signs including anxiety, nausea and 
vomiting. Frequency and duration are varia- 
ble. 


Tension headaches may be differentiated 
from migraine in that the latter are paroxys- 
mal, unilateral, throbbing, frequently associ- 
ated with gastrointestinal symptoms and often 
preceded by an aura. A family history of such 
headache is prevalent. These factors are in- 
frequent in tension headache. 


Method.—Histories of our patients were 
analyzed with regard to age, sex, family his- 
tory, presence of prodromata, location, fre- 
quency, intensity and duration of headaches, 
associated symptoms, precipitating factors and 
response to symptomatic treatment. Physical, 
neurological and psychological examinations 
were performed on each patient. Many had 
special laboratory examinations including 
roentgenograms of the skull and cervical spine, 
visual field determination and complete blood 
examination. Psychological tests were per- 
formed in many cases by our staff psycholo- 
gists. 


Analysis of Migraine Headaches.—Analysis 
of 600 patients with migraine reveals that 70 
per cent are females or a ratio of more than 
three to one. 

As a rule, the headaches begin before the 
age of 20 (65 per cent), onset after 40 being 
exceptional (5 per cent). 

A history of migraine in the family occurred 
in 65 per cent. The migraine attack occurred 
less than once weekly in the majority of pa- 
tients (60 per cent). Daily headaches were in- 
frequent (5 per cent). The duration of the 
headache is less than three days in about half 
(55 per cent) of the patients. 


Prodromata are present in three out of 
four patients and are of considerable variety 
including visual disorders, gastrointestinal ir- 
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regularities, disturbances of the psyche and 
the autonomic nervous system. 

The quality of the headache may be di- 
verse but is most frequently throbbing (40 per 
cent). 

Migraine headache is usually unilateral (75 
per cent) with the majority occurring in the 
supraorbital frontal region (55 per cent). 
Many contributing causes were alleged to 
initiate the attacks. Emotional disturbances, 
fatigue, menstruation, eyestrain, alcohol, 
weather and diet were all implicated. 


During the headache phase a majority of 
patients were usually quite ill and in consid- 
erable distress. Among the more prominent 
complaints were nausea and vomiting, emo- 
tional disturbances, photophobia and dis- 
turbances of the autonomic nervous system. 


Analysis of Tension Headache.—Analysis of 
our 400 patients reveals that 70 per cent are 
women. This preponderance of women is far 
greater than occurs in the total population 
of our Headache Clinic. We feel, therefore, 
that the sex incidence is statistically a signifi- 
cant factor. 


A family history of headache was present 
in 40 per cent of the patients. 


The age of onset of headache in these pa- 
tients would indicate that the majority be- 
gan having headaches in the earlier decades 
and have since been suffering the greater 
part of their lives. Forty per cent of our 
patients had had headaches for 10 years or 
longer. Most of the tension headaches were 
gradual in onset and offset. With regard to 
frequency, 25 per cent claimed constant head- 
ache, with exacerbations of more severe pain. 
These patients said that they were never really 
free from cranial discomfort. Daily headaches 
composed the largest group (30 per cent). Pa- 
tients having headaches more often than once 
a week constitute 80 per cent of our group. 
Here again the severity and frequency of the 
headache serves as a selective factor in our 
series as patients with mild or frequent head- 
aches do not usually seek specialized treat- 
ment. 

The duration of the attack is extremely 
variable not only from case to case but also 
in the same individual. However, one out of 
four patients have constant headaches. 
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As a contributing factor there would ap- 
pear to be a predominance of admitted emo- 
tional factors. It is our clinical impression 
that emotional factors are present in 100 per 
cent of the cases. 

Prodromata were not present in the tension 
group. This lack of pre-headache phenomena 
is quite striking in our series. 

Tension headaches were predominantly bi- 
lateral. Only 10 per cent of the patients com- 
plained of unilateral headaches. 

The majority of the patients with tension 
headache describe their pain as “dull,” “throb- 
bing” or “pressure.” However, we note again 
that the type of pain varies widely not only 
from patient to patient but also from time 
to time in the same patient. 

Associated symptoms are common accom- 
paniments of the tension headaches. Those 
most frequently noted were anxiety and de- 
pression, nausea and photophobia. 

Comparison.—A comparison of the analysis 
of migraine and tension headache is presented 
in Chart 1. From this, it is apparent that 
headaches are much more common in the 
family of patients with migraine. The head- 
aches begin considerably earlier and are less 
frequent, none of them being constant, where- 
as at least a fourth of the tension headaches 
were constant and a similar number occurred 
daily. 

In none of the tension headaches were 
there any prodromata, while in migraine vari- 
ous types of aura are quite common. Throb- 
bing headaches were much more frequent in 
the patients with migraine, whereas the ten- 
sion headaches were described by various 
names. Three-quarters of the patients with 
migraine had unilateral headaches in con- 
trast to 90 per cent of the tension headaches 
which were bilateral. 

Alleged contributing factors were thought 
to be the same in each group. Associated 
symptoms accompanied both migraine and 
tension headaches but were more frequent 
and severe in migraine. 


ANALYSIS OF TREATMENT 


The patients in this study were followed 
from one to five years. 


Symptomatic.—As might be expected, vaso- 
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prevalent types have been migraine and ten- 
sion headache. Although migraine probably 
has many causes it represents a definite clin- 
ical entity and has a common underlying 
mechanism. Tension headache has a more spe- 
cific etiology but is not so precisely defined 
clinically or physiologically. It is our intention 
to present an analysis of 600 migraine and 
400 tension cases which have been studied 
from two to five years in the Headache Clinic 
of Montefiore Hospital. 


Migraine is a syndrome in which the out- 
standing feature is periodic unilateral head- 
ache usually associated with gastrointestinal 
symptoms and often preceded by visual or 
psychological disturbances. There is frequent- 
ly a history of similar headaches in the parents 
or other members of the family. 


The specific underlying causes of migraine 
are unknown. The mechanism of the symp- 
toms is more clearly understood and is con- 
sidered to be on a vascular basis.! An initial 
vasoconstriction of the cerebral arteries pro- 
duces visual and possibly other pre-headache 
phenomena prior to the onset of the head 
ache. This prodromal period is then followed 
by dilation and distention of cranial arteries 
primarily in the distribution of the external 
carotid artery. It is this arterial dilation with 
increased amplitude of pulsation that is pre- 
sumed to cause the headache. Persistent di- 
lation results in rigid and pipe-like vessels. 
The pain at this stage is a steady ache replac- 
ing the earlier throbbing, pulsating type due 
to dilated vessels. During or following this 
there is a “muscle contraction pain.” This 
spasm is a reaction to the migraine pain and 
may outlast it. The headache itself arises from 
the stimulation of pain endings which lie in 
or near the walls of the intracranial arteries, 
whereas the muscle pain is the result of direct 
stimulation of nerve endings in the muscle. 
Our realization that the vascular changes 
cause the primary symptoms of the migraine 
syndrome has resulted in more effective symp- 
tomatic treatment. 

We believe that the term “tension head- 
ache” should be limited to headache occurring 
in relation to constant or periodic emotional 
conflicts of which the patients are usually 
partially aware. Such an emotional state may 


November 1953 


induce headache by producing changes in the 
caliber of the cranial vessels and concomitant 
spasm of the skeletal muscles of the head and 
neck. The background and pathophysiolog. 
ical mechanism for this headache is similar 
in many ways to the migraine syndrome? 
However, tension headaches have no prodrom. 
ata, are usually bilateral occipital or frontal, 
and may be accompanied by a variety of asso- 
ciated signs including anxiety, nausea and 
vomiting. Frequency and duration are varia- 
ble. 


Tension headaches may be differentiated 
from migraine in that the latter are paroxys- 
mal, unilateral, throbbing, frequently associ- 
ated with gastrointestinal symptoms and often 
preceded by an aura. A family history of such 
headache is prevalent. These factors are in- 
frequent in tension headache. 

Method.—Histories of our patients were 
analyzed with regard to age, sex, family his- 
tory, presence of prodromata, location, fre- 
quency, intensity and duration of headaches, 
associated symptoms, precipitating factors and 
response to symptomatic treatment. Physical, 
neurological and psychological examinations 
were performed on each patient. Many had 
special laboratory examinations including 
roentgenograms of the skull and cervical spine, 
visual field determination and complete blood 
examination. Psychological tests were per- 
formed in many cases by our staff psycholo- 
gists. 


Analysis of Migraine Headaches.—Analysis 
of 600 patients with migraine reveals that 70 
per cent are females or a ratio of more than 
three to one. 


As a rule, the headaches begin before the 
age of 20 (65 per cent), onset after 40 being 
exceptional (5 per cent). 


A history of migraine in the family occurred 
in 65 per cent. The migraine attack occurred 
less than once weekly in the majority of pa- 
tients (60 per cent). Daily headaches were in- 
frequent (5 per cent). The duration of the 
headache is less than three days in about half 
(55 per cent) of the patients. 

Prodromata are present in three out of 
four patients and are of considerable variety 
including visual disorders, gastrointestinal ir- 
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regularities, disturbances of the psyche and 
the autonomic nervous system. 

The quality of the headache may be di- 
verse but is most frequently throbbing (40 per 
cent). 

Migraine headache is usually unilateral (75 
per cent) with the majority occurring in the 
supraorbital frontal region (55 per cent). 
Many contributing causes were alleged to 
initiate the attacks. Emotional disturbances, 
fatigue, menstruation, eyestrain, alcohol, 
weather and diet were all implicated. 


During the headache phase a majority of 
patients were usually quite ill and in consid- 
erable distress. Among the more prominent 
complaints were nausea and vomiting, emo- 
tional disturbances, photophobia and dis- 
turbances of the autonomic nervous system. 


Analysis of Tension Headache.—Analysis of 
our 400 patients reveals that 70 per cent are 
women. This preponderance of women is far 
greater than occurs in the total population 
of our Headache Clinic. We feel, therefore, 
that the sex incidence is statistically a signifi- 
cant factor. 


A family history of headache was present 
in 40 per cent of the patients. 


The age of onset of headache in these pa- 
tients would indicate that the majority be- 
gan having headaches in the earlier decades 
and have since been suffering the greater 
part of their lives. Forty per cent of our 
patients had had headaches for 10 years or 
longer. Most of the tension headaches were 
gradual in onset and offset. With regard to 
frequency, 25 per cent claimed constant head- 
ache, with exacerbations of more severe pain. 
These patients said that they were never really 
free from cranial discomfort. Daily headaches 
composed the largest group (30 per cent). Pa- 
tients having headaches more often than once 
a week constitute 80 per cent of our group. 
Here again the severity and frequency of the 
headache serves as a selective factor in our 
series as patients with mild or frequent head- 
aches do not usually seek specialized treat- 
ment. 

The duration of the attack is extremely 
variable not only from case to case but also 
in the same individual. However, one out of 
four patients have constant headaches. 
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As a contributing factor there would ap- 
pear to be a predominance of admitted emo- 
tional factors. It is our clinical impression 
that emotional factors are present in 100 per 
cent of the cases. 

Prodromata were not present in the tension 
group. This lack of pre-headache phenomena 
is quite striking in our series. 

Tension headaches were predominantly bi- 
lateral. Only 10 per cent of the patients com- 
plained of unilateral headaches. 

The majority of the patients with tension 
headache describe their pain as “dull,” “throb- 
bing” or “pressure.” However, we note again 
that the type of pain varies widely not only 
from patient to patient but also from time 
to time in the same patient. 

Associated symptoms are common accom- 
paniments of the tension headaches. Those 
most frequently noted were anxiety and de- 
pression, nausea and photophobia. 

Comparison.—A comparison of the analysis 
of migraine and tension headache is presenced 
in Chart 1. From this, it is apparent that 
headaches are much more common in the 
family of patients with migraine. The head- 
aches begin considerably earlier and are less 
frequent, none of them being constant, where- 
as at least a fourth of the tension headaches 
were constant and a similar number occurred 
daily. 

In none of the tension headaches were 
there any prodromata, while in migraine vari- 
ous types of aura are quite common. Throb- 
bing headaches were much more frequent in 
the patients with migraine, whereas the ten- 
sion headaches were described by various 
names. Three-quarters of the patients with 
migraine had unilateral headaches in con- 
trast to 90 per cent of the tension headaches 
which were bilateral. 

Alleged contributing factors were thought 
to be the same in each group. Associated 
symptoms accompanied both migraine and 
tension headaches but were more frequent 
and severe in migraine. 


ANALYSIS OF TREATMENT 


The patients in this study were followed 
from one to five years. 
Symptomatic.—As might be expected, vaso- 
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COMPARATIVE PERCENTAGE ANALYSIS 


MIGRAINE TENSION 


FAMILY HISTORY OF HEADACHE 65] 
SEX - Femle 70 70 


AGE OF ONSET - Less than 12 [35] 10 
30 

22 to 0 30 

Over 0 
" 22 35 


LACK OF PRODROMATRA 25 


MIGRAINE TENSION 


FREQUENCY Constant =O 25 
Daily 5 30 

Less than 1 wk. 15 
DURATION Constant 


1 to 3 days 


Pressing 


LOCATION Unilateral 


Bilateral 25 


30 

TYPE Throbbing 20 
7 


CuartT 


constrictors are most effective in migraine 
and of some help in tension headache (Chart 
2). Of the vasoconstrictors, ergotamine and 
its derivatives are distinctly superior to all 
other types of drugs we have tested. The most 
effective medication for relief of a migraine 
attack is oral use of cafergot® (ergotamine tar- 
trate 1 mg. and caffeine 100 mg.).3 Improve- 
ment was noted in 80 per cent. When given 
parenterally, ergotamine tartrate and dihydro- 
ergotamine are of value in 83 per cent of 
cases. The importance of administering these 
drugs early in the course of an attack as well 


MOST EFFECTIVE THERAPY 
SYMPTOMATIC 


Ergot Vasoconstrictors 


MIGRAINE TENSION 
80% 
Oral. Parenteral. Rectal 
DHE 45 (porenteral) 
Analgesic / Sedotives 
Fiorinal 


PROPHYLACTIC 6st 
Analytically Oriented 
Psychotherapy 
Best of All Other Methods = 


Cuarr 2 


as in adequate doses plays an integral part 
in their successful administration. Many fail- 
ures in therapy are caused by inadequate or 
delayed administration. The optimal time of 
administration is in the prodromal period, or 
early in the attack itself. 

The most effective symptomatic medication 
in the treatment of tension headache is an 
analgesic and sedative combination: fiorinal® 
(isobutylallylbarbituric acid 50 mg., acetylsali- 
cylic acid 200 mg., acetophenetidin 130 mg., 
and caffeine 40 mg.) which yielded improve- 
ment in 65 per cent ot the patients.? Vaso- 
constrictors are not very eftective. 

In a previous study it was determined that 
favorable response to placebos occurred in 
approximately 25 per cent of the migraine 
patients and 55 per cent of the tension pa- 
tients.273 This has been considered in our 
evaluation of therapy.* 

Prophylactic—Psychotherapy is a more ef- 
fective prophylactic measure than pharmaco- 
therapy in both migraine and tension head- 


*The following drugs were used in this study: Amytal® 
and sodium amytal (Lilly Research Laboratories); dexedrine® 
and dexamyl® (Smith, Kline & French Laboratories); fiorl- 
nal,® D.H.E.-45,® bellergal,® cafergot,® hydergine,® D.H.O., 
gvnergen® and calcium gluconate (Sandoz Chemical Works, 
Inc.); chlor-trimeton,® oreton® and progynon® (Schering 
Corporation); octin mucate® and valoctin® (Bilhuber-Knoll) ; 
nicotinic acid (Abbott Laboratories); vitamin By (Lederle 
Laboratories); thiamine; acetylsalicylic acid; acetylsalicylic acid, 
acetophenetidin and caffeine; phenobarbital; pyribenzamine; 
histamine. 
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ache. (Improvement 65 per cent in migraine 
and 60 per cent in tension headache.) Such 
therapy, as practiced by our group, consists 
of analytically oriented interviews by psychi- 
atrists, without, however, any attempt at for- 
mal analysis. In psychotherapy, it was found 
that the most important single factor is the 
emotional relationship between the patient 
and the physician. In psychoanalytic treat- 
ment, of course, this relationship becomes 
a fundamental subject of discussion. In other 
less intensive and more common forms of 
therapy the relationship still dominates the 
treatment, although it may be explicitly dis- 
cussed only rarely or not at all. Therefore, 
it is vital to the therapist to feel this relation- 
ship keenly at all times in order to under- 
stand, forecast and skillfully direct the course 
of treatment. Facts otherwise unintelligible 
become readily understandable in this light. 

In emphasizing the importance of the phy- 
sician-patient relationship we must not over- 
look other aspects of psychotherapeutic pro- 
cedure, such as environmental manipulation 
and the ventilation of wholly or partly un- 
conscious emotional conflicts. 


In environmental management one has to 
recognize and deal with the patient’s capacity 
to handle his work, recreation, family and 
social life. The physician should strive to cor- 
rect the patient’s program so that work, play 
and rest are balanced. In some cases a sus- 
tained hobby is of value in securing relief 
from tension and daily stress. Concerning any 
changes in the patient’s way of life, it is im- 
portant that the doctor assist the patient in 
making his own decisions rather than that the 
physician make such decisions himself. 

Often it is more practical and more satis- 
factory to have the patient adjust to his en- 
vironment rather than alter the environment. 
This is done by “ventilation”: having the pa- 
tient talk out his problems with the aim of 
gaining greater understanding of his emo- 
tional life and difficulties. He may thus 
achieve freedom from needless anxiety, en- 
abling him to turn to cope with actual “stress- 
situations.” The physician must learn to listen 
patiently and create an atmosphere of trust 
and confidence. 

Sometimes explanation of the effect emo- 
tions have on bodily functions and the re- 
lationship of stress situations to one’s own 
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symptoms may demonstrate simple psychoso- 
matic theory and give the patient an insight 
into what occurs during periods of strain. 


Reassurance, suggestion and re-education 
are other technics which may help the patient 
gain the necessary security and readjustment 
to life. 

DISCUSSION 


In recent years experimental and clinical 
evidence has accumulated which enables us 
to understand some of the fundamental prob- 
lems in migraine and tension headache. 


Patients with migraine are frequently under 
stress and react poorly to it. The reason for 
this is twofold: first, they seem to have an in- 
born defect in function, particularly that of 
the autonomic nervous system; and second, 
their personality structure is insecure. In the 
former a defective physiologic structure does 
not allow them to adapt well to stress whether 
it is emotional, endocrine, allergic or meta- 
bolic in origin. This results in changes in the 
cranial vasculature resulting in headache. In 
the latter an insecure personality pattern 
leads to frustration, hostility and dissatisfac- 
tion toward themselves and others in their 
environment. This sets a pattern of function 
which the limited physiologic capacity of the 
individual is unable to handle, resulting in 
cranial vascular changes and headache. 


In the patients with tension headaches, a 
variety of psychogenic factors are associated 
with the headache. Most of these are uncon- 
scious and include hostility, identification 
with a family figure, a wish to remain in a 
position of dependence or a means to gain 
love, affection or attention. The most fre- 
quent conflicts observed were those over hos- 
tile impulses which were associated with feel- 
ings of guilt. Our present knowledge indi- 
cates that emotional conflicts which the pa- 
tient has suppressed or repressed because of 
their unpleasant nature may produce an end- 
organ discharge either skeletal or autonomic 
with resultant changes in the muscles and 
blood vessels of the head and neck resulting 
in headache. In some cases environmental de- 
mands of an economic and social nature be- 
yond the capacity of the patient’s personality 
may also produce somatic response of which 
headache is the major reaction. 


In our study it would appear that migraine 
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is a syndrome with rather specific character- 
istics in contradistinction to tension head- 
aches in which the description is variable and 
there is rarely a set pattern of headache. 


Symptomatic treatment of migraine should 
be directed toward the peripheral mechanism, 
which is responsible for the pain. This can 
be best accomplished by means of the ergot- 
amine derivatives. In contradistinction, treat- 
ment of tension headache is nonspecific and 
the most effective symptomatic medication is 
an analgesic sedative combination. 

Psychotherapy is the most effective prophy- 
lactic measure for both migraine and tension 
headaches. This is understandable in light 
of the evidence that both types of headache 
are frequently emotionally induced physio- 
logic reactions to various stress situations. 
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DISCUSSION (Abstract) 


Dr. Herman Selinsky, Miami, Fla.—Repeatedly in- 
vestigators have noted with remarkable consistency 
that there is a ratio of approximately four females 
to each male suffering from migraine. This ratio has 
been reported in the literature to my knowledge for 
the past 50 years, more or less. The definite familial 
factor (65 per cent) is also noteworthy in evaluating 
the etiology and pathology of migraine. The clinical 
distinction which Drs. Friedman and von Storch have 
attempted to delineate between migraine and tension 
headache is an excellent attempt at more refined diag- 
nostic accuracy. One might question the validity of 
this demarcation on the basis of the vascular pathology, 
the ratio of three females to one male, and the familial 
background. (1) Are not some of these cases atypical 
migraine? (2) I should like to ask the authors whether 
they have been able to observe that migraine subjects 
are more predisposed to develop essential hypertension. 
(3) What is their opinion about histamine therapy in 
the headache disorders under discussion today? 


Now, a few words about psychological mechanisms 
and therapy. I base what I am about to say on 
studies on migraine that I began in 1935. Drs. Fried- 
man and von Storch have sketched the psychological 
profile of the personality pattern in the migrainous 
patient. To this description I should like to add my 
conviction that migraine is a psychosomatic disorder. 

As I have gone along working psychotherapeutically 
with people who suffer from migraine attacks, I have 
concluded that the migraine syndrome is a somatically 
expressed rage equivalent. ‘That is to say, it is not 
possible for this manifestation of anger to be openly 
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expressed because it is repressed hostility. The in- 
dividual is suffering from an accumulation of tension 
and anger which in turn give rise to anxiety because 
of the hostility that is rising to the point of explosive. 
ness; this individual seeks to avoid an explosion of 
hostility by retreat from the surrounding world. With 
this onset of headache the individual seeks seclusion 
in a quiet and dark room. He is offended by odors, 
by light, by sound. He feels chilled, his hands and 
feet become cold, and he may have tingling or numb- 
ness in his fingertips. He commonly experiences nau- 
sea and often vomiting. There is increased sphincter 
irritability, that is, there is urgency and frequency of 
urination and defecation, or both. In this connection 
it is desired to point out that these actions may be 
interpreted to mean that the sufferers seek to rid 
themselves of the offending situation. This riddance 
urge takes the form of vomiting, or purging one’s self 
with cathartics, or the seeking of colonic irrigations, 
or the taking of enemas, or trying to have the sinuses 
washed out. Some sufferers even ask to have the 
stomach washed out because they feel so often, to 
use their words, “my stomach is poisoned.” 

Drs. Friedman and von Storch have referred to the 
indication for psychotherapy in these psychosomatic 
syndromes. I know of no therapy that offers the long 
term release from the dreaded recurrences of this 
painful condition that proper psychotherapy can 
offer, especially in cooperative patients. 


Dr. von Storch (closing).—In answering Dr. Sclinsky’s 
questions: (1) We do not believe so, at least not in 
significant numbers. (2) We have not observed any 
such association. (3) Histamine therapy has in our 
hands not been effective in either type headache now 
under discussion. 


THE DEVELOPMENT OF MYASTHENIA 
GRAVIS IN A CASE OF MULTIPLE 
NEUROFIBROMATOSIS* 


By Wittiam H. WauGu, M.D.* 
Baltimore, Maryland 


Von Recklinghausen’s neurofibromatosis is 
a neuro-ectodermal dysplasia of such uncom- 
mon occurrence that Preiser and Davenport’ 
found its incidence to be only one out of two 
thousand dermatological patients. Another 
rare disease is myasthenia gravis. A survey 
of the literature has failed to reveal a report 
of the concomitant occurrence of these two 
diseases in the same person. 

A case of myasthenia gravis developing in 
a person with multiple neurofibromatosis is 
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reported and a possible pathogenetic rela- 
tionship is discussed. 


REPORT OF CASE 


History —A. C., a 43-year-old Negro woman, en- 
tered the hospital because of increasing ptosis, diplo- 
pia, and difficulty in mastication. 

One month prior to hospitalization, the patient 
noted ptosis of the right eyelid. Diplopia soon fol- 
lowed and, about one week before entry, marked 
drooping of the left eyelid was also experienced. After 
continued use of the eyes, these symptoms became 
more pronounced and they became less by rest. Upon 
mastication, fatiguability ensued and, the day pre- 
ceeding admission, dysarthria developed. 

On the day before hospitalization, 1.5 mg. of pro- 
stigmin methylsulfate with 0.6 mg. of atropine sulfate 
was administered intramuscularly. Tabulation of ob- 
jective and subjective improvement in the myasthenia 
was made in grades zero to four at ten-minute in- 
tervals for one hour. The maximum score possible 
was 48. A total score of 46 was found in this patient. 


The past history revealed that the patient had had 
rather dry skin and large flat pigmented areas as long 
as she could remember. A year or two after the 
menarche at about the age of 16, soft nodules ap- 
peared over the patient’s body. The past history was, 
otherwise, negative except for bismuth and arsenical 
therapy for syphilis from 1942 to 1944. 

The family history showed that the patient’s father 
had nodules disseminated over his skin similar to 
her own lesions, while her brother and daughter had 
large flat brownish “birthmarks” similar to the pa- 
tient’s own. The patient's one other sibling apparent- 
ly did not have an excessive number of pigmented 
spots, nevi, or any mollusca. There was no history of 
myasthenia gravis in the family. , 

Physical Examination—A middle-aged Negro wom- 
an was slightly underweight and in no acute distress. 

Total ptosis of the right and severe ptosis of the 
left eyelid were evident. Bilateral ophthalmoplegia 
of the oculomotor, trochlear, and abducens nerves was 
present; it increased with exercise and lessened with 
inactivity. The pupils were round, regular, equal, and 
reacted to light and accommodation. There was no 
nystagmus and vision and peripheral fields were gross- 
ly normal. Funduscopic findings were within normal 
limits. 

The skin, which was mildly dry and scaly, presented 
numerous soft, non-painful, molluscoid nodules, some 
of which were sessile. Over the areolar areas of the 
nipples, the nodules had the same deep pigmentation 
as the nipples. The nodules were especially frequent 
over the upper part of the chest and the lumbo-sacral 
area. Numerous cafe au lait spots and areas of brown- 
ish pigmentation varied from small sizes to irregular 
ovoid regions about three inches in longest axes. 
Some small flat deeply pigmented nevi were also 
present. The palms and soles were free of abnormal 
coloration or nodules. A slight amount of perspiration 
was found in the axillae. 
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The remainder of the physical and neurological 
examinations was within normal limits. 

Laboratory Data—Complete blood count, blood 
sugar, urea nitrogen, serum protein values, and urin- 
alysis were within normal limits. ‘The blood serologic 
reaction for syphilis was doubtful. 

A lumbar puncture demonstrated a normal pres- 
sure and the cerebrospinal fluid was clear and color- 
less. It contained one lymphocyte per mm.,3 and a 
total protein of 14 mg. per cent. The colloidal mastic 
test was zero throughout the dilutions and the Eagle 
complement-fixation test, for syphilis, on the spinal 
fluid was negative. 

Roentgen examination of the chest was within nor- 
mal limits except for three oval areas of increased 
density in the left lung field. Laminographic study 
revealed that two of these lesions were in intimate as- 
sociation with the ninth rib posteriorly, without bone 
erosion, while the third was in close association with 
the left interlobar septum. Examination of the skull, 
with special reference to the optic foramina and the 
foramina at the base of the skull, revealed no ab- 
normality. The pineal gland was calcified and in the 
mid-line. Roentgen examination of the femora, tibiae, 
and fibulae was also negative. 

Radioactive iodine uptake studies revealed an 
euthyroid state and no iodine radioactivity was dem- 
onstrable over the left chest lesions found roent- 
genologically. 

A skin biopsy of a typical molluscoid nodule was 
reported as neurofibroma, extending into the subcu- 
taneous tissue. 

Hospital Course—During the hospital course, the 
patient was twice given 1.5 mg. prostigmin methyl- 
sulfate and 0.6 mg. atropine sulfate parenterally and, 
each time, there soon ensued marked improvement in 
the ophthalmoplegia, ptosis, masseter weakness, and 
dysarthria. 

The patient was placed on prostigmin bromide and 
ephedrine sulfate therapy with considerable improve- 
ment in her myasthenia. With diagnoses of multiple 
neurofibromatosis, xerodermia, and myasthenia gravis, 
the patient was discharged improved. 


DISCUSSION 


The fact that the typical signs and symp- 
toms of myasthenia gravis responded marked- 
ly to prostigmin injections on repeated oc- 
casions, makes the diagnosis of myasthenia 
gravis unequivocal in this patient. 


Rarely is myasthenia gravis associated with 
multiple neurofibromatosis. Each disease 
alone is unusual and the development of 
myasthenia gravis in a patient with neurofi- 
bromatosis may be sheer coincidence. How- 
ever, the possibility that neurofibromatosis 
may upon occasion cause myasthenia gravis 
is provocative. 
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The general character of myasthenia gravis 
suggests a metabolic or endocrine disorder. It 
may be modified by changes in gonadal or 
thyroid function,? yet the control of diabetes 
mellitus does not seem to alter significantly 
the degree of clinical myasthenia gravis.* In 
this connection, it is interesting to note that, 
although endocrine abnormalities are not a 
frequent accompaniment of neurofibromato- 
sist a considerable literature of endocrinop- 
athies associated with this disease of von 
Recklinghausen has arisen.‘ 6 


The fundamental derangement in myas- 
thenia gravis is unknown, although the de- 
fect seems to lie at or near the motor end 
plates of skeletal muscle. Nevertheless, mod- 
ern evidence and theory provide that the 
physiochemical processes undergoing the prop- 
agation of nerve impulses along axons dif- 
fer in no fundamental way from transmission 
across synapses or motor end plates.* His- 
tologic structure accounts for the observed 
differences.? 

In neurofibromatosis, the histological lesion 
is of fibromatous appearance and it tends to 
undergo jelly-like degeneration.S A character- 
istic feature of multiple neurofibromatosis 
is that, with appropriate stains, nerve fibers 
may be seen passing through the tumor tis- 
sue.* 

The cafe au lait spots of von Recklinghau- 
sen’s disease are intimately related to struc- 
tural neurofibromatous changes in the finest 
subcutaneous nerve endings, as demonstrated 
by Stahmann.® Therefore, it is reasonable to 
suspect that neurofibromatosis, which  oc- 
casionally affects other structures beside the 
skin, might at times involve the terminal fila- 
ments of nerves even to skeletal muscle and, 
hence, influence myoneural function. 

Thusly, multiple neurofibromatosis could 
theoretically cause myasthenia gravis by (a) 
a defective myoneural synthesis or liberation 
of acetylcholine, by (b) a barrier to myoneural 
transmission (conceivably through formation 
of a curare-like substance from neurofibroma- 
tous degeneration), or by (c) excessive local 
production of cholinesterase. 


It is pertinent to the hypothesis, that the 
dysplasia, neurofibromatosis, may cause myas- 
thenia gravis, that Barondes' suggested myas- 
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thenia gravis may be a lipodystrophy which 
releases a lipid product with curare-like ac- 
tion at the myoneural junction. 


SUMMARY 


A case is reported of multiple neurolibroma- 
tosis in which myasthenia gravis subsequently 
developed. 


A possible causal relationship is discussed. 
However, the association of neurotibromatosis 
and myasthenia gravis in this patient may be 
fortuitous. 
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TREATMENT OF PERENNIAL 
RHINITIS* 


By James H. Putman, M.D. 
Miami, Florida 


Perennial rhinitis is one of the most im- 
portant upper respiratory conditions encoun- 
tered by physicians. It occurs more frequent- 
ly than any other allergic manifestation of 
the respiratory tract. In the beginning it is 
often so slight that it is usually ignored by the 
patient, or the patient's family, and the doc- 


*Read in Section on Allergy, Southern Medical Association, 
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tor. The early stage is the best time for diag- 
nosis and treatment, thus preventing dis- 
abling conditions from developing in the 
future. 


The neglect of perennial rhinitis rests on 
the patient or the patient’s family and at 
times on well meaning but poorly informed 
friends. The family may not attach any par- 
ticular significance to a few sneezes and a 
runny nose, if there is no temperature. Some 
member of the family, usually one of the par- 
ents, may have had sneezing spells most of 
his life and may have been fortunate enough 
to escape asthma or sinus disease. A member 
of the household may be sensitive to the cat 
owned by another member, but the owner 
will not part with the animal. Some old 
stuffed furniture that is responsible for trou- 
ble cannot be disposed of because it was 
grandmother's and has been handed down 
through the family. 


There may be frequent emotional upsets 
in the home, which may cause some of the 
attacks. 

The physicians cannot escape their share 
of blame for neglecting this condition. It is 
an accepted fact that early diagnosis of can- 
cer holds the best hope for treatment and 
cure. This can certainly be applied to the 
condition of allergic rhinitis. We are all zeal- 
ous in Our interrogation of the patient con- 
cerning his different systems. When we ques- 
tion about the respiratory system, we usually 
fail to start at the beginning of the respiratory 
tract, namely, the nose. 


The nose being situated at the entrance of 
the respiratory system is therefore subjected 
to many insults produced by many different 
factors. These factors may be extreme changes 
of temperature, contaminants of the air such 
as gases, fumes of all sorts, unpleasant or ob- 
noxious odors, dust, plant particles, animal 
and insect emanations, molds and spores. 

The incidence of perennial allergic rhinitis 
is rather high. Kern! reports 69 per cent of 
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his series as having allergic rhinitis. Spain? 
reported 2 per cent of his series as being al- 
lergis coryza. Miller® reported 46 per cent 
of his series of cases as having allergic rhinitis. 

Many mild cases of perennial allergic rhi- 
nitis never come to the attention of the doc- 
tor. The number of these cases is unknown 
but is undoubtably higher than we would 
expect. Perennial allergic rhinitis is a fore- 
runner of asthma in about 50 per cent of the 
cases of asthma. A large number of these 
patients will not seek medical aid until they 
begin to wheeze or have sinus trouble or nasal 
obstructions from polyps. 


The Clinical Picture —There is no uniform 
pattern of symptoms that is presented to the 
doctor. The most common cases are patients 
who have frequent, but brief attacks of nasal 
itching, sneezing, runny nose or stuffy nose. 
The attacks may last a few minutes to sev- 
eral hours. The attack may start at any time, 
any place or with any activity. The patient, 
or patient’s family, usually finds out that 
there is no fever associated with the attacks of 
hay fever. Some patients feel as though they 
have a cold most of the time. The severity of 
symptoms varies with the amount of exposure 
and the degree of sensitivity. The constant or 
frequent exposure to the allergen or allergens 
brings about the pale, swollen, greyish colored 
nasal mucosa which in turn is more suscepti- 
ble to infection. Sometimes the patient is 
first seen in the infected stage and the al- 
lergic manifestations are masked. The pro- 
longed presence of infection in the allergic 
upper respiratory tract results in the impair- 
ment of the function of the nose and sinuses. 


Etiology or Causative Factors—The most 
common causes are inhalants, ingestants and 
infection. The commonest inhalant to cause 
trouble is dust. Dust is composed of many 
different substances and the contents vary as 
to location and time of year. Some of the fol- 
lowing substances may be found in dust, 
namely: dirt, woollen particles from rugs, 
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clothes and blankets, cotton fibers, plant fi- 
bers, pollen grains, animal and insect emana- 
tions, molds and spores, bacteria, powders and 
unknown substances. Such a complicated 
substance presents a difficult problem in 
treatment. 

Inhalants such as insect sprays, paints, var- 
nishes, oils, perfumes, occupational dusts and 
odors, fumes and smokes will aggravate or 
incite attacks of rhinitis. 

Ingestants include foods, drinks and oral 
medications. The most common excitors of 
allergic conditions are usually the most com- 
mon foods eaten. Cereals, nuts, chocolate, 
fish, fruits, milk, eggs, spices and vegetables 
are the most likely to produce allergic mani- 
festations. No food eaten can be overlooked. 
Drinks such as coffee, tea, alcohol, beer and 
soft drinks are sometimes exciting factors. Al- 
most any drug taken orally may cause an at- 
tack. According to Cooke? the ingestants are 
responsible for about two or three per cent of 
the cases of allergic rhinitis. 

Infection plays an important role in the 
symptoms and findings of allergic rhinitis. 
The membranes of the allergic nose have a 
weakened resistance and do not respond to 
bacterial invasion as do normal structures. 
The circulation is impaired by the boggy tis- 
sues. Allergy and infection do not counteract 
each other and their presence together results 
in damage and discomfort. 

Fatigue, emotional disturbances, frequent 
use of nasal medication and temperature 
changes are nonspecific factors in bringing 
on attacks. 


Diagnosis.—The mildest case of perennial 
allergic rhinitis is worthy of investigation. A 
complete, detailed, comprehensive and search- 
ing history is of the utmost importance. In a 
large number of cases the diagnosis can be 
made from the history alone. The association 
of the symptoms with the activities, weather, 
location and physical well being are of great 
importance in the diagnosis. 
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The physical examination should be as 
complete as possible. Laboratory studies and 
x-rays should be done, when indicated. The 
help of the eye, ear, nose, and throat specialist 
aids a great deal. 


Skin tests are essential and must be care. 
fully evaluated according to the clinical pic- 
ture and the experience of the physician. The 
choice of substances to be tested will vary ac- 
cording to the patient’s history. The common 
inhalants should be tested, such as dust, 
either stock dust or dust from the patient's 
home, feathers, kapok, animal hairs, wool, 
glue, pyrethrum, orris root, molds and the 
pollens according to season. Here in southern 
Florida, a subtropical climate exists, and 
plants are blooming and pollinating all year 
round.* Foods may need to be tested, depend- 
ing on the patient’s history. Sometimes it 
is necessary to repeat the skin tests if satis- 
factory progress has not been made. The 
scratch, intradermal and passive transfer tests 
are most commonly used. Precautions should 
be taken to prevent any severe reactions. 

Treatment.—When a working diagnostic 
pattern has been established, treatment is 
carried out usually in a combination of the 
following procedures. (1) complete avoidance, 
(2) partial avoidance and desensitization, and 
(3) desensitization. 

(1) The complete avoidance of all agents 
found to be offenders is an ideal goal to seek 
but hard to achieve. The avoidance of food 
factors is usually the easiest, by simply leav- 
ing the offending foods out of the diet for a 
period of time. Common sense is necessary 
here; the nutritional requirements of the pa- 
tient should not be forgotten and all positive 
reactors need not be removed from the diet. 
A food diary may be of great help in tracking 
down the offending food. 

The inhalants such as animal dander and 
feathers can be avoided by getting rid of the 
animals or avoiding them. 


Dust can be greatly reduced by keeping the 
home, office or plant cleaner and the carrying 
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out of other procedures that will help to pre- 
vent or reduce the dust. 

If the pillows or mattresses are offenders, 
they can be covered by plastics or replaced by 
rubber foam pillows and mattresses. 


Orris root can be eliminated by the use of 
non-allergic cosmetics. 

Furniture may be covered or replaced. Rugs 
and carpets may have to be removed. Some- 
times it may be necessary to change homes 
due to the dust or mold problem. Bedspreads 
of a fluffy material can be changed for spreads 
of a hard finish. Pollens can sometimes be 
avoided by change of location. 


Specific dusts connected with the occupa- 
tion of the individual sometimes presents an 
economic problem, but the future health of 
the person is paramount. 


(2) The partial avoidance of the factors 
found to be offenders is another form of treat- 
ment. The minimizing of exposure to the 
offending factors may reduce the allergenic 
activity of a patient below the threshold or 
response level. The production of symptoms 
by an allergen in a sensitive patient is on a 
quantitative basis. Thus, exposure to a small 
amount of allergen may not produce symp- 
toms, a little more may produce moderate 
symptoms and a greater exposure may pro- 
duce severe or explosive symptoms. Some- 
times there may be a combination of factors 
producing the symptoms. 

Desensitization of the patient by injection 
rarely gives complete protection unless proce- 
dures are carried out to avoid or partially 
avoid the offending factors. Partial avoidance 
therefore is vital to the success of desensitiz- 
ing treatments. 

Occupational dusts, odors, fumes and smoke 
can be partially avoided by better ventilation, 
suction fans, masks and other procedures of 
a technical nature. 


House dust exposure can be reduced by 
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some of the following measures, namely: re- 
moving carpets, drapes, curtains and other 
articles that catch or hold dust. Have smooth, 
painted, washable walls. Avoid sweeping, use 
oiled mops and oiled cleaning cloths. The 
use of a sealer on rugs, carpets, drapes and 
furniture has been reported to be of some 
benefit in reducing dust formation. Keep 
the closet doors of the bedroom closed; close 
bedroom doors when the cleaning is being 
done in other parts of the house. Wear a 
mask over the nose and mouth, during the 
process of cleaning the house. Remove insect 
sprays, moth repellants and other odor pro- 
ducing substances. The use of air condition- 
ing when feasible is often of great benefit. 

Pollens can be partially avoided by change 
of location, use of air filters and keeping the 
bedroom windows closed during the season of 
the offending pollen. 

(3) Desensitization becomes absolutely neces- 
sary when relief is not obtained by complete 
or partial avoidance of the offending factor 
or factors. The best form of therapy is speci- 
fic hyposensitization. In the case of inhalants, 
injections are used. Some workers? have used 
the oral route for treating their inhalant cases 
and have reported good results. In the case 
of foods, very small amounts are given, over 
a period of time, gradually increasing the 
amount and noting the response. The most 
common substances used in the injection 
treatment are dust, pollens, molds, orris root 
and feathers. 

Caution has to be used in the desensitiza- 
tion program. Begin with small doses of weak 
concentration, increase the concentration 


gradually and be alert for reactions. Do not 
give injections too often, level off the dosage 
and increase the time interval between doses. 
Always aspirate after the needle is inserted 
and before injection is made. If blood is ob- 
tained, withdraw the needle and _ reinsert; 
aspirate again before injection is made. 
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The patient as a whole should be treated; 
this includes allergies, complications, associ- 
ated conditions and emotional factors. 

Nasal polyps and sinus disease should be 
treated with the aid of the eye, ear, nose and 
throat specialist. Nasal septal deformities 
should be corrected by surgery if the condition 
is marked. It is suggested that the allergy be 
under treatment before surgery is done. It is 
best to forego this type of surgery during the 
pollen season, if the patient is pollen sensitive. 

The use of autogenous vaccines, x-ray treat- 
ments, antibiotics, cortisone and ACTH are 
of great benefit at times. 

An attempt is made to aid the patient in 
solving his emotional problems. 

Symptomatic Measures——The use of vari- 
ous drugs and measures to reduce the swelling 
of the nasal mucosa brings about symptomatic 
relief only. In many cases, they are employed 
only without the benefit of allergy studies 
and allergic treatment. Some cases may de- 
velop a sensitivity to the drugs used for symp- 
tomatic treatment. 

Cocaine was one of the first drugs used, 
but its habit forming properties prohibits its 
use except on certain occasions and then most- 
ly by the eye, ear, nose and throat specialist. 
It has the property of causing systemic reac- 
tions at time. 

The sympathiocomimetic drugs, such as 
ephedrine, and epinephrine are used orally, 
by injections, rectally, sprays, drops and nasal 
jellies. Benzedrine® is inhaled. 

The antihistamine drugs are many in num- 
ber, dosage and color. They are presented in 
the form of capsules, tablets, pills, liquid, 
sprays, lotions, ointments, eye drops and in- 
jectables. They are of great benefit. The re- 
lief obtained is variable. Some have undesir- 
able side reactions. At times one will give re- 
lief, then lose its effectiveness and a change 
to a different type is necessary to obtain relief 
of symptoms. Some allergists> are giving 
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larger doses of allergic vaccines in conjunc. 
tion with antihistamines to build up the pa: 
tient’s antigen resistance faster. 


Escharotics such as phenol, trichloracetic 
acid and chromic acid along with ionization 
have been used with some benefit. 


Cortisone and ACTHS® have been used in 
short term treatment of seasonal hay fever 
with excellent results. These drugs are capa- 
ble of causing serious complications and 
should not be used as a substitute for hypo. 
sensitization. 


Estimates vary, but anti-allergic therapy 
based on thorough diagnostic studies will pro- 
duce relief in approximately 80 per cent of 
the cases. 


The late Dr. Warren T. Vaughan said: 


“The allergist must treat disease, but he should realize 
that the disease under investigation is but an end 
result, a tangible manifestation of a deeper, more 
fundamental biochemical reaction, the mysteries of 
which must be solved before a complete understanding 
of allergy is arrived at.” 


SUMMARY 


Allergic rhinitis is the commonest res- 
piratory allergic disease encountered. It is 
important in its resulting consequences. For 
various reasons it is neglected, long unrecog- 
nized and poorly treated. Good results can 
be anticipated by thorough investigation and 
treatment along allergic lines. 
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ANTIBIOTICS AND STAPHYLOCOCCAL 
INFECTIONS 


The Staphylococci are the commonest 
pathogens found in human infections. The 
introduction of antibiotics effective against 
these organisms was a boon to our therapeutic 
armamentarium. Unfortunately, there has 
been observed a gradually decreasing thera- 
peutic effectiveness of these drugs, especially 
of penicillin, a result of the development of 
resistance of Staphylococci to the antibiotic’s 
activity. This is of increasing concern to the 
clinician, and has been frequently discussed. 

In vitro experiments have demonstrated 
that almost any organism may lose its sensi- 
tivity to an antibiotic after being exposed 
gradually to increasing concentrations of the 
drug. In clinical practice, however, acquired 
bacterial resistance constitutes a serious prob- 
lem only in connection with the use of strep- 
tomycin, development of resistance to which is 
rapid. Staphylococcus infections exhibit con- 
siderable resistance to antibiotics, especially 
to penicillin. The incidence and the degree 
of acquired resistance in the remainder of 
the microorganism-antibiotic relations is usu- 
ally of little clinical significance. 


EDITORIALS 


1139 


There are two mechanisms by which organ- 
isms May acquire resistance to the action of 
antibiotics: (a) through genetic mutation! or 
(b) by their ability to destroy or inactivate 
the antibiotic. In the case of the Staphylococ- 
cus, although resistance to penicillin through 
genetic mutation has been produced in vitro, 
in vivo resistance is a result of formation of a 
penicillin-destroying enzyme,  penicillinase. 
Penicillinase production is not an acquired 
trait but an inherited ability of certain strains 
of Staphylococcus. Apparently these strains 
were encountered only rarely in the pre- 
penicillin era. The extensive use of this 
antimicrobial agent appears to have elimi- 
nated a major portion of the _penicillin- 
sensitive Staphylococci, leaving mainly the 
penicillinase-producing strains. 


Resistance of the Staphylococci to other 
antibiotics probably develops through genetic 
mutation. A so-called “cross resistance” exists 
between chlortetracycline (aureomycin®) and 
oxytetracycline (terramycin®), which are 
structurally very similar. The Staphylococci 
that become resistant to the antibiotic action 
of one of these usually show a similar resist- 
ance to the other. Cross resistance of Staphylo- 
cocci between these two antibiotic agents and 
chloramphenicol is rarely encountered. 


The Staphylococcus apparently was orig- 
inally highly sensitive to the action of peni- 
cillin. Studies have appeared from time to 
time demonstrating a chronological increase 
in the number of resistant strains among iso- 
lated Staphylococci. In a recent report 500 
strains of hemolytic, coagulase-positive Staph- 
ylococcus aureus organisms isolated from 
clinical material at the Boston City Hospital 
from October 1951 to February 1952, were 
evaluated as to their sensitivity to the action 
of nine commonly used antibiotics. About 
three-fourths of the strains tested were found 
to be resistant to the antibiotic action of peni- 
cillin, one-fourth were resistant to chlortetra- 
cycline and one-third oxytetracycline.* Con- 


1. Demerec, M.: Symposium on Antibiotics: Patterns of 
Bacterial Resistance to Penicillin, Aureomycin, and Strepto- 
mycin. J. Clin. Invest., 28:891-893 (Sept.) 1949. 

2. Finland, M.; and Haight, T. H.: Antibiotic Resistance 
of Pathogenic Staphylococci: Study of Five Hundred Strains 
Isolated at Boston City Hospital from October, 1951 to Febru- 
ary, 1952. A.M.A. Arch. Int. Med., 91:143-158 (Feb.) 1953. 
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firmatory studies using isolated organisms 
from other sources have been reported.3 45 

A majority of healthy subjects are known 
to be asymptomatic carriers of the Staphylo- 
coccus. It is of interest that the incidence of 
resistant strains occurring among these indi- 
viduals has increased to a much less degree 
than among those isolated from hospital pa- 
tients. The question naturally arises as to 
why this discrepancy occurs between hospital 
material and the general population. 

Several investigations have attempted to 
provide the answer. A much higher incidence 
of penicillin-sensitive organisms has been 
shown among patients who had infrequent or 
no contact with hospitals than among those 
who had frequent contacts. Similarly, the 
incidence of resistant Staphylococci was found 
to be much lower among hospital outpatients 
than among inpatients. In the latter group no 
relationship could be demonstrated in the in- 
dividual patients between the isolation of re- 
sistant strains and previous penicillin admin- 
istration. On the other hand, a high per- 
centage of resistant organisms could be re- 
covered from the nose, throat and skin sur- 
face of ward personnel and patients confined 
to the hospital, even though they gave no 
history of previous penicillin administra- 
tion.4 5678 

In summary, then, the widespread use of 
penicillin is primarily responsible for the in- 
creased frequency with which penicillin-re- 
sistant strains of Staphylococci occur. These 
resistant organisms are spread by so-called 
cross-infection, namely, directly from patient 
to patient, or by way of hospital personnel 
acting as carriers of organisms, which in turn 
have been acquired from penicillin-treated 
patients. 
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C. R.; Gocke, T. M.; and Finland, M.: Terramycin Therapy 
of Pneumonia: Clinical and Bacteriological Studies in 91 Cases. 
Ann. Int. Med., 35:1175-1202 (Dec.) 1951. 
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It is reasonable to presume from recent 
evidence of the increasing occurrence of 
Staphyloccoci resistant to chlortetracycline 
and oxytetracycline that eventually they may 
become resistant to other available antibiotics 
as well. In fact, the isolation of Staphylococci 
resistant to all of the antibiotics (also to suf- 
fonamides) has been reported in at least two 
studies. Apparently resistant strains of 
these organisms are beginning to emerge even 
to more recently introduced antibiotics such 
as erythromycin and carbomycin.* 


The clinical importance of these observa- 
tions is twofold. First, an increasing number 
of antibiotic-resistant staphylococcal infections 
are found in personnel and patients in hos- 
pitals. Secondly, the antibiotic therapy of 
staphylococcal infections is becoming increas- 
ingly difficult. Although several antibiotic 
agents are still active against these organisms, 
the continued extensive use of antibiotics may 
serve to exhaust the supply of effective drugs 
faster than new agents can be introduced. 
Therapy of staphyloccocal pneumonias, en- 
teritis, urinary infections and wound infec- 
tions is becoming of increasingly serious con- 
cern on medical, pediatric and surgical 
wards.* 41° Therefore, at present, in treating 
serious staphylococcal infections, it is impera- 
tive to determine the sensitivity of the causa- 
tive organisms against the available anti- 
biotics. Likewise, all staphylococcal infections 
that fail to respond promptly to usually indi- 
cated antibiotic therapy should be studied by 
in vitro sensitivity tests. 

Penicillin remains the most effective anti- 
biotic against the Staphylococcus. Fortunate- 
ly the penicillin-resistant strains are usually 
sensitive to erythromycin or carbomycin, the 
two most recently introduced antibiotics. 
Chlortetracycline, oxytetracycline and_ baci- 
tracin (the latter used externally only) are 
likewise valuable. 


Recently it has been demonstrated that 
penicillin-resistant Staphylococci lose their 
ability to form penicillinase after exposure to 
chlortetracycline, thus, again becoming peni- 


9. Clarke, S. K. R.; Dalgleish, P. G.; and Gillespie, W. A«: 
Hospital Cross-Infections with Staphylococci Resistant to Sev- 
eral Antibiotics. Lancet, 1:1132-1135 (June 7) 1952. 

10. Finland, M.: The Present Status of Antibiotics in Bac- 
terial Infections. Bull. New York Acad. Med., 27:199-220° 
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cillin-sensitive.1!| This phenomenon may be 
useful in the treatment of pencillin-resistant 
staphylococcal infections. 


The gradual increase in the incidence of 
antibiotic resistant staphylococcal infections 
is probably unpreventable. However, the rate 
might be retarded if the practice of indis- 
criminate antibiotic administration were dis- 
continued. Likewise, an attempt might be 
undertaken to prevent cross infections with 
antibiotic-resistant strains in hospital wards, 
using rigid asepsis, detection and treatment 
of the carrier states among personnel and iso- 
lation of patients under treatment for staphy- 
lococcal infections. 


BRONCHOSTENOSIS 
A COMPLICATION OF ASTHMA 


Bronchostenosis is a complication of asthma 
which has received very little attention in the 
American medical literature. By broncho- 
stenosis is meant a definite stricture-like nar- 
rowing of a bronchus, a narrowing which is 
considered to be inflammatory and not the 
result of allergic edema, spasm or plugs of 
mucus.! The condition is that of an obstruc- 
live pneumonitis superimposed upon asth- 
matic bronchitis. Prickman and Moersch?? re- 
viewed this subject in 1939 and again in 
1940. Since these reports, the interest in this 
complication of asthma has increased, and 
others have written of their experiences with 
bronchostenosis complicating asthma. 


The syndrome of bronchostenosis compli- 
cating asthma is rather definite. Cough is the 
most common symptom. It is usually per- 
sistent, severe and at times may be_par- 
oxysmal. Coughing aggravates the patient’s 
asthma. The quantity of sputum which the 
patient raises varies. During the period in 
which the bronchus is obstructed, the sputum 
may be absent or scanty. However, when the 
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area is drained, either spontaneously or by 
instrumental dilatation and aspiration, the 
sputum increases in quantity and is muco- 
purulent. Hemoptysis occurred in approxi- 
mately a third of these cases, and is an ex- 
tremely significant sign. 

Fever which may be accompanied by chills 
also is important. Often the febrile episode 
subsides as the quantity of sputum increases. 
Uncomplicated asthma is not accompanied by 
fever, chills, purulent sputum or hemoptysis, 
and the cause for these symptoms and signs 
must always be sought. Such patients will 
often give a history of having had pneumonia 
or pleurisy or both, one or more times. Bron- 
chostenosis complicating asthma often is mis- 
taken for pneumonia because of the history, 
the physical findings and the roentgenologic 
findings which typically suggest localized ob- 
structive pneumonitis. 

On physical examination nothing abnormal 
may be found other than the usual asthmatic 
rales, but if additional signs or symptoms are 
present, they are those of obstructive pneu- 
monitis. The breath sounds and tactile fre- 
mitus frequently are suppressed over the af- 
fected area. Dullness to percussion may be 
noted over the affected part, and a respira- 
tory lag with diminished excursion of the 
thorax on the affected side may be seen. Care- 
ful and repeated examinations of the thorax 
should be made. Re-examination after the 
patient coughs, as well as re-examination on 
a subsequent day is important, because the 
signs of obstruction may be due simply to a 
plug of mucus or a bronchial cast which has 
temporarily blocked the bronchus. In un- 
complicated asthma the physical findings will 
be the same in the two lungs. Persistent and 
unilateral physical findings suggestive of ab- 
normality are of utmost importance. 

When roentgenologic evidence of broncho- 
stenosis is found, it is usually suggestive of 
localized atelectasis or, less frequently, bron- 
chiectasis. As Waldbott* has stressed, the 
clinician should not confuse the syndrome of 
bronchostenosis complicating asthma with 
true bronchiectasis. 

Not all patients who have asthma need 
bronchoscopy. The most common indication 
for bronchoscopy in patients with asthma is 


4. Waldbott, G. L.: Use and Abuse of Bronchoscopy in 
Allergic Asthma. J. Thoracic Surg., 18:526-531 (Aug.) 1949. 
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the need for confirming or excluding the 
diagnosis of bronchostenosis. Bronchoscopy 
in these patients will reveal the usual signs of 
asthmatic bronchitis but if stenosis is present, 
secretion may be seen oozing from the defi- 
nitely narrowed lumen of the stenosed bron- 
chus. In a large series of cases of broncho- 
stenosis complicating asthma recently re- 
viewed at the Mayo Clinic! the incidence of 
stenosis was found to be higher in the right 
than in the left lung. In either lung the pos- 
terior superior division of the bronchus of the 
lower lobe was the segment most often in- 
volved. Infrequently more than one stenosed 
bronchus was found. In such cases the ste- 
nosis may be encountered on the same side 
or both sides of the bronchial tree. 


There may be recurrences of bronchosteno- 
sis in which event the recurrence may take 
place in the same bronchus, in another bron- 
chus of the same lung, or in the other lung. 
Since bronchostenosis complicating asthma 
seems to follow respiratory infections, the pre- 
vention of recurrences depends upon the suc- 
cess of the clinician in having the patient 
avoid or properly treat in the early stages, 
infections of the respiratory tract. 

In patients with asthma one may also en- 
counter stenosis resulting from other causes, 
either intrinsic or extrinsic, and of these ma- 
lignancy should be especially emphasized.! 
In all instances the correct diagnosis usually 
depends upon bronchoscopic examination. 


The treatment of bronchostenosis is by dila- 
tation of the narrowed bronchus and aspira- 
tion of the retained secretions. Mears, Prick- 
man and Moersch' reported that 60.5 per cent 
of patients treated in this manner had a last- 
ing improvement. These results are similar 
to those reported by Schmidt,> who used this 
method of treatment for stenosed bronchi as- 
sociated with benign, nontuberculous condi- 
tions. 


TWO SCIENCES: A PRESSING PROBLEM 
OF SEMANTICS 


The present generation is harvesting the re- 
sults of basic research developed primarily 


5. Schmidt, H. W.: Benign Nontuberculous Bronchial Ste- 
nosis. Arch. Otolaryng., 39:43-52 (Jan.) 1944. 
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during the Nineteenth Century in England, 
France and Germany. Many modern medi- 
cal miracles trace their ancestry back to 
Lavoisier, and Descartes or further. Anti- 
biotics, vitamins, synthetic drugs, analytical 
methods and testing instruments which have 
revolutionized the practice of medicine, are 
the direct results of earlier work in the fields 
of chemistry, physics and mathematics. 


With the exception of a few early Ameti- 
can centers of activity in pure science, or 
knowledge for its own sake, what is called 
scientific research in the United States resulted 
from the material shortages which developed 
during World War I. World War II, with its 
dramatic development of the atomic bomb, 
brought pure science to maturity as an im- 
portant and unexpectedly practical activity. 
Extensive public and private support now has 
become available for the solution of medical 
and industrial problems, but the integration 
of pure science into the social structure is 
proceeding with difficulty. Many warnings 
are appearing in articles written by scientists 
and laymen that the sources of basic or pure 
science as opposed to its immediately prac- 
tical adaptations are not being replenished 
and are in danger of drying up.'** 

Much of the difficulty is the newness of 
science as a political instrument and the lack 
of general understanding of its nature, pur- 
poses, scope and requisites. In the public 
mind, science has a very broad meaning. In 
common usage are terms like physical science, 
natural science, medical science, social science, 
political science, library science, domestic sci- 
ence, boxing science and Christian science. 
These usages are accepted and cannot be dis- 
regarded, yet many investigators question the 
validity of a common classification. 

Evidently there are two concepts of science: 
a broad general one employed by the public, 
and a restricted one used by scientists. To the 
public, science is a body of knowledge ob- 
tained by any systematic search or one that 
is organized in a systematic fashion. This sig- 
nificance is in agreement with the Latin origin 
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as knowledge, and in this sense the adjective 
scientific could be replaced by systematic or 
organized. 

The basic science which has made possible 
many of the current developments in medi- 
cine and industry has a much more restricted 
significance. Conant has said, “To say that 
all impartial analyses of facts are examples of 
the scientific method is to add confusion be- 
yond measure to the problems of understand- 
ing science.””. An important purpose of basic 
or pure science is to develop general con- 
cepts. Modern medicine would be impossible 
without concepts such as elements, com- 
pounds, molecules, ions, genes, chromosomes, 
cells, energy, heat, work. Unfortunately, sci- 
entists are not agreed on a definition of basic 
science. 

Of more immediate importance is the gen- 
eral realization that investigations with no 
immediate practical application must still be 
supported and that seemingly useless study 
may make possible unforeseeable advances of 
the future. Financial support for men work- 
ing in the pure sciences is often difficult to 
attract, in competition with clinical and in- 
dustrial research with obvious immediate 
practical applications. 


Because of their prominence in establishing 
local opinion and _ policies, socially minded 
physicians can greatly help in pointing out the 
differences between the two concepts of science 
and in preventing the drying up of the 
sources of new practical developments. 


TWENTY-FIVE YEARS AGO 
FRoM JOURNALS OF 1928 


Pregnancy Test.1—It would be very useful to have 
a simple test for pregnancy. . Many tests have 
been devised . . . in the main . based on two 
ideas; either upon the specific ferment theory of Ab- 
derhalden, which postulates the appearance of a 
specific protein in the blood during pregnancy, or 
upon a study of the production of glycosuria in the 
person undergoing the test. . . . Interest is at once 
aroused, therefore, when a test appears which is based 
upon a new or little investigated principle. 

Our knowledge of the hormone which is variously 
described as the ovarian hormone, the oestrus-produc- 


1. Editorial: Biochemical Diagnosis of Pregnancy. Lancet, 
215:835, 1928. 
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ing hormone, oestrin, or the female sexual hormone, 
has increased very greatly during the last few vears, 
thanks to the work of Allen and Doisy and others .. . 
the amount of the ovarian hormone in the blood dur- 
ing pregnancy shows a great increase, which disappears 
shortly after the uterus is emptied . . . the experi- 
ments of Fellner in 1915 showed that extracts of 
placenta and of the female sexual organs were able 
to bring about uterine growth in immature ovari- 
ectomized animals. . . . Zondek and Aschheim . . . 
have shown . . . that transplants of the anterior pitu- 
itary lobe produce very marked effect on the ovary, 
particularly in the number and size of follicles and 
corpora lutea, and they claim to have produced an 
aqueous extract from the anterior lobe that will 
bring about a similar result . . . the commencement 
of pregnancy is quickly followed by an “explosive 
production of anterior pituitary hormone, the in- 
undation of the blood with the hormone and _ its 
excretion in the urine.” . The detection of the 
hormone is based upon the anatomical . . . demonstra- 
tion of the presence of haemorrhagic centres and of 
corpora lutea in the ovaries, following the injection of 
the patient’s urine... . / Aschheim gives the results ob- 
tained from a large number of cases. Of 258 control 
urines examined, 1.6 per cent were positive, whereas 
of 197 specimens of urines from normal pregnancy 
only 4 gave a negative response. If these results are 
confirmed by other workers it is clear that they will 
prove to be of very great value to all those who are 
concerned with the diagnosis of pregnancy. 

Treatment of Lupus Erythematosus.2—Most derma- 
tologists now regard the gold treatment of lupus 
erythematosus as the best so far advised. Dr. J. Malkin, 
of Leningrad has used the preparation called 
krysolgan in 62 cases ... Group II . . . Discoid, in- 
filtrated scaly “butterfly” type, often with depressed 
centre and raised circumference. .. . No less than 24 
patients, mostly in Group II, are said to have been 
discharged completely cured of their irksome dis- 
ability, 25 were greatly improved, and 11 improved 
to some extent. 

Hypervitaminosis D.3— .. . There is a danger of 
“hypervitaminosis” wher irradiated ergosterol is ad- 
ministered in excess... . A. F. Hess and J. M. Lewis 
have been in the habit of using daily doses of from 
2.5-5 mg. of irradiated ergosterol in the treatment of 
rickets in infants and have found it remarkably effec- 
tive in all cases, even in those in which codliver oil 
had failed. . . . Two infants showed untoward symp- 
toms associated with the hypercalcemia—notably loss 
of weight with vomiting, fever, and marked drowsi- 
ness—a condition reminiscent of that which the au- 
thors had noticed when, in their first use of ultra- 
violet light in 1918, they had given excessive doses. 
. . . In infants, where the hypercalcemia was caused 
by an excess of irradiated ergosterol, it persisted for 30 
days after the treatment ceased. 


2. Editorial. The Treatment of Lupus Erythematosus. Lan- 
cet, 215:828, 1928. 

3. Editorial: Clinical Evidence of Hypervitaminosis 
Vitamin D. Lancet, 215:827, 1928. 
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Book Reviews 


Operative Gynecology. By Richard W. TeLinde, M.D., 
Professor of Gynecology, Johns Hopkins University; 
and Chief Gynecologist, The Johns Hopkins Hos- 
pital. Second Edition, 902 pages, 409 figures and 7 
color plates. Philadelphia: J. B. Lippincott Com- 
pany, 1953. Price $20.00. 


This second edition includes innumerable additions, 
such as the experimental studies of Drs. TeLinde and 
Roger B. Scott on endometriosis, showing that the con- 
dition can arise from menstrual blood routed into the 
abdominal cavity; the Marshall-Marchetti operation 
for severe grade urinary incontinence, and an opera- 
tion for double uterus. Of great value also are sec- 
tions on in situ cancer of the cervix, hysterosalpingog- 
raphy in sterility studies, irradiation for cervical can- 
cer, and culdoscopy, which were not discussed in the 
first edition. These are only a small part of the 
newer material. The text, which was formerly pri- 
marily surgical, has various medical gynecological 
topics, including the use of pessaries and anesthesia. 


Timely praise is due the brilliant author and gyne- 
cologist who gives lucid descriptions from his own 
experience, and includes as well various valuable spe- 
cial sections written bv his associates. 


The illustrations by Mr. Didusch and Mrs. Bodian 
are numerous, beautifully done, and add great value 
to the text. 


Progress in Fundamental Medicine. Edited by J. F. A. 
McManus, M.D., University of Virginia. With con- 
tributions by Paul Cannon, University of Chicago; 
J. A. Cunningham, University of Alabama; Paul 
Klemperer, Mt. Sinai Hospital, New York; Albert 
Kligman, University of Pennsylvania; G. K. Mallory, 
The Mallory Institute; Tracy B. Mallory (Deceased). 
Massachusetts General Hospital; J. C. Paterson, Uni- 
versity of Western Ontario; L. B. Stoddard, Univer- 
sity of Kansas; W. Kenneth Cuyler, Duke University; 
J. P. Wyatt, St. Louis University. 316 pages with 75 
illustrations and 2 plates in color. Philadelphia: 
Lea & Febiger, 1952. Price $9.00. 

Dr. McManus has chosen subjects in which im- 
portant developments have occurred and has secured 
able contributors. There are good references with each 
article. Dr. Paul Cannon opens with an informative 
discussion of parenteral nutrition through the use of 
protein hydrolysates. The melanotic tumors of the 
skin, including the nevi and prepubertal melanoses are 
reviewed by Dr. Cunningham of the University of 
Alabama, and the pathology of systemic lupus erythe- 
motosus by Dr. Klemperer. A timely treatise on stain- 
ing methods for fungus infections is contributed by 
Dr. Kligman of the University of Pennsylvania. ‘The 
Mallorys of Boston describe advances in our knowl- 
edge of liver pathology especially viral hepatitis. Dr. 
McManus (recently of Virginia but now Director of 
the Department of Pathology at the Medical College 
of Alabama) gives his usual scholarly discussion of 
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technics in histochemistry, including enzymatic histo. 
chemistry. Dr. J. C. Paterson’s excellent review of the 
pathology of coronary disease has been extended by 
recent contributions to our knowledge of the choline 
and methionine metabolisms in this disease. There 
are articles by Stoddard of Kansas and Cuyler of Duke 
on carcinoma in situ including smear technics. Un- 
fortunately the numerous other applications of the 
carcinoma in situ concept were not adequately coy- 
ered. The pneumoconioses, including manganese, 
nickel, cadmium, beryllium, aluminum, asbestosis, cot- 
ton, bagasse, silica, iron, silver, barium, carbon, and 
tin (Fuller’s earth, sillimanite, diatomaceous earth, 
tremolite, talc) are discussed by Dr. Wyatt of St. Louis 
University. This timely volume should interest every 
physician in the mechanisms of disease. 


Headaches. Their Nature and Treatment. By Stewart 
Wolf, M.D., Professor and Head of the Department 
of Medicine; Physician-in-Chief, University Hospitals, 
University of Oklahoma; and Harold G. Wolff, M.D., 
Professor of Medicine (Neurology), Cornell Univer- 
sity Medical College; Attending Physician, The New 
York Hospital. First Edition. 177 pages, illustrated. 
Boston: Little, Brown and Company, 1953. Price 
$2.50. 

This book, by two well known authors, is ad- 
dressed to the lay public. A review of the subject by 
experts is decidedly preferable to similar efforts by 
medical writers and columnists. They describe the 
more common types of headache, including some re- 
marks on treatment, with the help of case histories. 
Quite properly, the greater part of the book is de- 
voted to migraine. The role of psychosomatic factors 
and of adjustment to environmental factors, in par- 
ticular, in the etiology and cure of a large propor- 
tion of headaches, is emphasized throughout. This 
may prove helpful in some instances of neurotic head- 
ache, where the printed word will aid in reinforcing 
the doctor’s verbal reassurance. 


Current Therapy 1953. By Howard F. Conn, M_D., 
Editor; Consulting Editors: M. Edward Davis, Vin- 
cent J. Derbes, Garfield G. Duncan, Hugh J. Jewett, 
William J. Kerr, Perrin H. Long, H. Houston Merritt, 
Paul A, O'Leary, Walter L. Palmer, Hobart A. Rei- 
mann, Cyrus C. Sturgis, Robert H. Williams. 835 
pages. Philadelphia and London: W. B. Saunders 
Company, 1953. Price $11.00. 

This volume is the most recent member of a series 
of yearly books on standard methods of medical 
treatment. The latest therapeutic procedures are con- 
sidered, including disorders of the nervous and loco- 
motor systems, allergy and dermatology, and obstetrics 
and gynecology. Several hundred authors, over two 
hundred new contributors among them, have pooled 
their wide experience here. Special effort has been 
made to provide the information needed by the phy- 
sician in the most practicable form for constant ref- 
erence. Many additions have been made in this vol- 
ume. A valuable feature is a listing of additional data 
on drugs mentioned in the text. 
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May's Manual of the Diseases of the Eye. For Students 
and General Practitioners. Edited by Charles A. 
Perera, M.D., Associate Clinical Professor, College of 
Physicians and Surgeons, Columbia University, New 
York; Attending Ophthalmologist, Presbyterian Hos- 
pital, New York. Twenty-first Edition, revised. 512 
pages with 378 illustrations including 32 plates, with 
93 colored figures. Baltimore: The Williams and 
Wilkins Company, 1953. Price $6.00. 


The basic chapters, dealing with instruments, physio- 
logical principles, anatomy, and the routine ocular 
examination are not much altered. The review of 
diseases has been changed to meet the present day 
concepts of ocular pathology, and new therapeutic 
measures are discussed, both of medical and surgical 
significance. Of particular interest is the inclusion 
of the following: the use of antibiotics and the adreno- 
corticotropic hormones in ophthalmological diseases, 
several new operative procedures, and a discussion of 
the new ocular syndrome of the retinopathy of pre- 
matures. These new and pertinent data are valuable 
to even the most casual student of eye diseases. 

Also gratifying is the appearance of new illustra- 
tions which seem to be supplanting the standard and 
tiresome ones that even May enthusiasts were wont to 
complain of. This represents a real step forward in 
making this valuable contribution to elementary oph- 
thalmology more attractive to the medical profession. 


Gastric Cancer. By Alfred H. Iason, M.D., Attending 
Surgeon, Adelphi Hospital. Illustrations by Alfred 
Feinberg, Instructor of Medical Illustration, De- 
partment of Pathology, College of Physicians and 
Surgeons, Columbia University, New York, New 
York. 316 pages with illustrations. New York: 
Grune and Stratton, Inc., 1953. Price $7.50. 

The author has attempted “to summarize succinctly 
the cumulative literature” and his own experience as 
regards the problem of gastric cancer. The illustra- 
tions are superb, but the text is tedious. Half the 
book details, in directive form, the technics of sur- 
gical operations and of preoperative and postoperative 
care. Many of the 187 references deal with problems 
of fluid balance. Hence it is far from a summary of 
the world’s literature on gastric cancer. The book 
should prove helpful to the younger surgeon seeking 
detailed information in the technical management of 
patients with gastric cancer. 


BCG Vaccination: Studies by the WHO Tuberculosis 
Research Office, Copenhagen. World Health Or- 
ganization Monograph Series Number 12. Report pre- 
pared under the direction of Lydia B. Edwards, M.D., 
Chief of Field Studies; and Carroll E. Palmer, M.D., 
Ph.D., Director; with the assistance of Knut Magnus, 
cand. act., Assistant Statistician. 307 pages. Geneva, 
Switzerland: World Health Organization, 1953. Price 
$3.00. United States sales agent: Columbia Univer- 
sity Press, International Documents Service, 2960 
Broadway, New York 27, New York. 
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In recent years BCG vaccination has assumed ever- 
increasing importance in the international campaign 
against tuberculosis. However, fundamental qualita- 
tive and quantitative data, concerning the action of the 
vaccine, have been lacking. The investigations of the 
WHO Tuberculosis Research Office, in collaboration 
with the International Tuberculosis Campaign and the 
Danish Statens Serum Institute, for the first three years 
of their campaign in this field, are reported in this 
monograph. 

The problems of racial tuberculin sensitivity; the 
effects of storage, temperature and exposure to light 
on vaccine; variations in intracutaneous vaccination 
technic; variations in vaccine preparation and potency 
according to source, and the effects of dilution and 
presence of dead organisms are studied. Some 40,000 
school children, mostly of Danish stock, provide the 
material for the study and are divided into different 
groups for the investigation of each particular prob- 
lem. This research project is still in progress, the 
most urgent unsolved problem being the determining 
of the relationship of tuberculin allergy to immunity 
in the human. Upon this relationship the validity of © 
BCG vaccination must stand or fall. 


Finally, this monograph presents a most valuable 
accumulation of carefully and impersonally investi- 
gated facts concerning the use of BCG. All data are 
clearly tabulated and statistically evaluated, making 
the work a reference of great importance to all those 
interested in the practice of BCG vaccination. 


Books Received 


Synopsis of Pediatrics. By John Zahorsky, A.B., M.D., 
F.A.A.P., Professor Emeritus of Pediatrics, St. Louis University 
School of Medicine. Assisted by T. S. Zahorsky, B.S., M.D., 
Senior Instructor in Pediatrics, St. Louis University School ot 
Medicine; and Assistant Pediatrician to the St. Mary's Group 
of Hospitals. Sixth Edition. 470 pages with 158 text illustra- 
tions and 9 color plates. St. Louis: The C. V. Mosby Com- 
pany, 1953. Price $6.00. 


4 Primer of Cardiology. By George E. Burch, M.D., F.A.C.P., 
Henderson Professor of Medicine, Tulane University School 
of Medicine; Physician-in-Chief, Charity Hospital, New Or- 
leans, Louisiana. Second Edition, thoroughly revised. 339 pages 
with 214 illustrations. Philadelphia: Lea and Febiger, 1953. 
Price $5.50. 


Clinical Disorders of the Heart Beat. By Samuel Bellet, M.D., 
Director, Division of Cardiology, Philadelphia General Hos- 
pital; Director, Division of Cardiovascular Diseases, Graduate 
Hospital, University of Pennsylvania; Associate Professor of 
Cardiology, Graduate School of Medicine, University of Penn- 
sylvania, Philadelphia. 373 pages, 164 illustrations and 3 
tables. Philadelphia: Lea and Febiger, 1953. Price $8.50. 


A practical, helpful guidance for 
the victims of coronary thrombosis. By William A. Brams, 
M.D., Senior Attending Physician, Michael Reese Hospital, 
Chicago. First Edition. 158 pages with illustrations. Phila- 
delphia: J. B. Lippincott Company, 1953. Price $2.95. 


Managing Your Coronary. 


Shock and Circulatory Homeostasis. Transactions of the Second 
Conference, October 19, 20, and 21, 1952, Princeton, New Jer- 
sev. Edited by Harold D. Green, M.D., Professor of Physiol- 
ogy and Pharmacology, Bowman Gray School of Medicine, 
Wake Forest College, Winston-Salem, North Carolina. 275 
pages with illustrations. New York: Josiah Macy, Jr. Founda- 
tion, 1953. Price $3.75. 
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Hyperparathyroidism. A Monograph in American Lectures in 
Endocrinology. By B. Marden Black, M.D., Associate Professor 
of Surgery, Mayo Foundation for Medical Education and Re- 
search Graduate School, University of Minnesota; and Divi- 
sion of Surgery, Mayo Clinic, Rochester, Minnesota. Edited by 
Willard O. Thompson, M.D., Clinical Professor of Medicine, 
University of Illinois College of Medicine. Publication Num- 
ber 173, American Lecture Series. 119 pages with illustrations. 
Springfield, Illinois: Charles C. Thomas, Publisher, 1955. 
Price $3.75. 


Symptoms of Visceral Disease. A Study of the Vegetative 
Nervous System in Its Relationship to Clinical Medicine. By 
Francis Marion Pottenger, A.M., M.D., LL.D., M.A.C.P., 
Medical Director, Pottenger Sanatorium and Clinic for Dis- 
eases of the Chest, Monrovia, California. Seventh Edition. 446 
pages with illustrations. St. Louis: The C. V. Mosby Com- 
pany, 1953. Price $7.50. 


The Management of Pain. With special emphasis on the use 
of Analgesic Block in Diagnosis, Prognosis and Therapy. By 
John J. Bonica, M.D., Director, Department of Anesthesia, 
Tacoma General and Pierce County Hospitals; Clinical Asso- 
ciate, Department of Anatomy, University of Washington Med- 
ical School, Seattle, Washington. 1,553 pages, 785 illustrations 
and 52 tables. Philadelphia: Lea and Febiger, 1953. Price 
$20.00. 


Antibiotics. By Robertson Pratt, Ph.D., Professor of Phar- 
macognosy and Plant Physiology, University of California Col- 
lege of Pharmacy: Consultant on Antibiotics; and Jean Du- 
frenoy, D. Sci. (Paris), Research Associate in Antibiotics, Uni- 
versity of California College of Pharmacy. Second Edition. 
398 pages with 87 illustrations, including one plate in full 
color. Philadelphia, London, and Montreal: J. B. Lippincott 
Company, 1958. Price $7.50. 


Surgery of the Biliary Tract, Pancreas and Spleen. A Hand- 
book of Operative Surgery. By Charles B. Puestow, M.D., 
Ph.D. (Surg.), Clinical Professor of Surgery, College of Medi- 
cine and Graduate College, University of Illinois; Attending 
Surgeon, University of Illinois Research and Educational Hos- 
pitals. 370 pages. Chicago: The Year Book Publishers, Inc., 
1953. Price $9.00. 


The Allergic Patient and His World. Including Sources of 
Allergens. A Monograph in The Bannerstone Division of 
American Lectures in Allergy. By Florence Easttv Sammis, 
M.D., M.S.P.H., F.A.A.A., Assistant Attending Physician in 
Allergy, Nassau Hospital, Mineola, New York. Fdited by Max 
Samter, M.D., Chief, Allergy Clinic, University of Hlinois Col- 
lege of Medicine, Chicago, Illinois. Publication Number 157. 
156 pages illustrated. Springfield, Illinois: Charles C. Thomas, 
Publisher, 1953. Price $4.75. 


Anatomy and Surgery of Hernia. Complete directions for suc- 
cessful management of every type of abdominal hernia. By Leo 
M. Zimmerman, M.D., Professor of Surgery and Co-Chairman 
of the Department of Surgery, Chicago Medical School; and 
Barry J. Anson, Ph.D. (Med. Sc.), Professor of Anatomy, 
Northwestern University Medical School. 374 pages with il- 
lustrations. Baltimore: The Williams and Wilkins Company, 
1953. Price $10.00. 


Oral Histology and Embryology. Edited by Balint Orban, 
Lovola University, School of Dentistry, Chicago, Hlinois. Third 
Fdition. 364 pages with 263 text illustrations, including 4 
color plates. St. Louis: The C. V. Mosby Company, 1953. 
Price $8.50. 


Medical Jurisprudence. By 1. Gordon, M.B., Ch.B. (Cape Town), 
Senior Government Pathologist, Union Health Department, 
Durban; R. Turner, M.B., Ch.B., D.P.H. (Cape Town), Sen- 
ior Government Pathologist, Union Health Department, Cape 
Town; Professor of Medical Jurisprudence, University of Cape 
Town; and T. W. Price, Ph.D., M.A., LL.B. (Cantab.), B.A., 
LL.B. (South Africa); Advocate of the Supreme Court of 
South Africa Third Fdition. 944 pages with illustrations. 
Daitineve: The Williams and Wilkins Company, 19538. Price 
3.50. 


Water, Electrolyte and Acid-Base Balance. A normal and 
pathologic physiology as a basis for therapy. By Harry F. 
Weisberg, M.D., Assistant Professor of Clinical Pathology and 
of Clinical Medicine, The Chicago Medical School, Chicago, 
Illinois. 245 pages. Baltimore: The Williams and Wilkins 
Company, 1953. Price $5.00. 


Disability Evaluation. Principles of Treatment of Compensa- 
ble Injuries. By Earl D. McBride, B.S., M.D., F.A.C.S., As- 
sistant Professor in Orthopedic Surgery, University of Okla- 
homa School of Medicine, Oklahoma City, Oklahoma. Fifth 
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Edition. 715 pages with 375 figures. Philadelphia, London 
and Montreal: J. B. Lippincott Company, 1953. Price $15.00, 


Clinical Management of Behavior Disorders in Children. By 
Harry Bakwin, M.D., Professor of Clinical Pediatrics, New 
York University; Visiting Physician, Bellevue Hospital; At- 
tending Pediatrician, University Hospital, New York; and Ruth 
Morris Bakwin, M.D., Associate Professor of Clinical Pediatrics, 
New York University; Associate Visiting Physician, Bellevue 
Hospital; Director of Pediatrics, New York Infirmary. 495 
pages with illustrations. Philadelphia and London: W. B, 
Saunders Company, 1953. 


Modern Clinical Psychiatry. By Arthur P. Noves, M.D., Su- 
perintendent, Norristown State Hospital, Norristown, Pennsyl- 
vania; Associate Professor of Psychiatry, Graduate School of 
Medicine, University of Pennsylvania. Fourth Edition. 609 
pages. Philadelphia and London: W. B. Saunders Company, 
1955. 


Films in Psychiatry, Psychology and Mental Health. By Adolf 
Nichtenhauser, M.D., Marie L. Coleman, and David S. Ruhe, 
M.D., Medical Audio-Visual Institute of the Association of 
American Medical Colleges. First Edition. 269 pages with 
101 films, 51 critical comprehensive reviews, 8 pages of dra- 
matic scenes from the films, and 2 complete indices by film 
subject-matter and audience suitability. New York: Health 
Education Council (Number 10 Downing Street), 1953. Price 
86.00 


Electrical Methods of Blood-Pressure Recording. A Mono- 
graph in American Lectures in Medical Physics. By Frank W. 
Noble, M.E.E., National Heart Institute, National Institutes 
of Health, Public Health Service, Federal Security Agency, 
Bethesda, Maryland. Edited by Otto Glasser, Ph.D., Depart- 
ment of Biophysics, Cleveland Clinic Foundation, Cieveland, 
Ohio. Publication Number 155, American Lecture Series. 56 
pages with illustrations. Springfield, I[llinois: Charles C. 
Thomas, Publisher, 1953. Price $3.00. 


Treatment of Toxic Goiter with Radioactive Iodine. A Mono- 
graph in American Lectures in Endocrinology. By Lindon 
Seed, M.D., Director, Isotope Laboratory, Grant Hospital; 
Clinical Associate, Professor of Surgery, College of Medicine, 
University of Illinois; and Theodore Fields, M.S., Assistant 
Director, Radioisotope Laboratory, Hines Hospital: Certified 
Medical Nuclear Physicist, American Board Radiology: In- 
structor in Radiology, Northwestern University Medical School. 
Fdited by Willard O. Thompson, M.D., Clinical Professor of 
Medicine, University of Illinois College of Medicine; Fditor, 
Journal of the American Geriatrics Society, Chicago, Tlinois. 
Publication Number 197, American Lecture Series. 116 
pages with illustrations. Springfield, Illinois: Charles C. 
Thomas, Publisher, 1955. Price $3.75. 


Fundamentals of Biochemistry in Clinical Medicine. By Niels 
C. Klendshoj, M.D., Assistant Professor of Pathology, Director 
of the Division of Toxicology, Universitv of Buffalo, School of 
Medicine: Director of the Department of Biochemistry, Buffalo 
General Hospital, Buffalo, New York. 276 pages with illus- 
trations. Springfield, Tlinois: Charles C. Thomas, Publisher, 
1953. Price $7.75. 


{ Source-Book of Medical Terms. Text by Edmund C. Jaeger, 
D.Sc., Formerly Head, Department of Zoology, Riverside 
College, Riverside, California. Foreword by Irvine H. Page, 
M.D., Director, Research Division, Cleveland Clinic Founda- 
tion, Cleveland, Ohio. 145 pages with illustrations. Springfield, 
Illinois: Charles C. Thomas, Publisher, 1953. Price $5.50. 


The Nursing Mother. A Guide to Successful Breast Feeding. 
By Frank Howard Richardson, M.D., Licentiate American 
Board of Pediatrics, F.A.C.P., F.A.A.P 204 pages. New 
York: Prentice-Hall, Inc. Publishers, 1953. Price $2.95. 


4 Guide to Human Parasitology. For Medical Practitioners. 
Ry D. B. Blacklock, C.M.G.. M.D. (Edin): D.P.H. (London); 
D.T.M. (Liver); and T. Southwell, D.Sc., Ph.D., A.R.C.Sc., 
F.Z.S., F.R.S.E. Revised by T. H. Davey, O.B.E., M.D. 
(Belf.); D.T.M. (Liver.), Professor of Tropical Hygiene, Liver- 
pool School of Tropical Medicine, the University of Liver- 
pool. Fifth Edition. 228 pages with three color plates and 
120 illustrations. Baltimore: The Williams and Wilkins Com- 
pany, 1953. Price $5.50. 


The Ballistocardiogram. A Dynamic Record of the Heart Beat. 

John R. Braunstein, M.D., Ph.D., Associate Professor of 
Biophysics and Assistant Professor of Medicine, University of 
Cincinnati, Cincinnati, Ohio. Publication Number 143, 


American Lecture Series. Springfield, Wlinois: Charles C. 
Thomas, Publisher, 1953. Price $3.00. 
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THE NEW YORK POLYCLINIC 
MEDICAL SCHOOL AND HOSPITAL 


(The Pioneer Post-Graduate Medical Institution in America) 
OBSTETRICS and GYNECOLOGY 


A full time course. 
clinics ; 


! 
In Obstetrics: 
normal and 


witnessing 
operative obstetrics (manakin). 


UROLOGY 

lectures; prenatal | A combined full-time course covering an academic year 

operative deliveries ; (8 months). It comprises instruction in pharmacology ; 
In Gynecology: lec- Physiology; embryology ; 

tures; touch clinics; witnessing operations; examination 

of patients pre-operatively ; i 


biochemistry; bacteriology 
and pathology; practical work in surgical anatomy and 
8 | urological procedures on the cadaver; regional and gen- 
follow-up in wards post- } eral anesthesia (cadaver); office gynecology; proctolog- 
operatively. Obstetrical and gynecological pathology. ical diagnosis; the use of the ophthalmoscope; physical 
Anesthesia. Attendance at conferences in obstetrics and | diagnosis ; 
gynecology. Operative gynecology on the cadaver. 
EYE, EAR, NOSE and THROAT 


roentgenological interpretation; electrocardi- 


ographic interpretation; dermatology and_ syphilology ; 
A combined full-time course cover ng an academic year 
(9 months). 


neurology ; physical medicine; continuous instruction in 
cystoendoscopic diagnosis and operative instrumental 
manipulation; operative surgical clinics; demonstrations 
c 7 em ‘ | in the operative instrumental management of bladder 
It consists of attendance at clinics, wit- tumors and other vesical lesions as well as endoscopic 
nessing operations, lectures, demonstrations of cases and prostatic resection; attendance at departmental 
cadaver demostrations; operative eye, ear, nose and general conferences. 
throat on the cadaver; head and neck dissection 
(cadaver); clinical and cadaver 


and 
demonstration 
bronchoscopy, laryngeal surgery and surgery for facial 
palsy ; 


PROCTOLOGY and 
GASTROENTEROLOGY 
A combined course comprising attendance at clinics 
refraction; radiology; pathology; bacteriology ; and lectures; instruction in examination, diagnosis and 
embryology; physiology, neuro-anatomy; anesthesia ; treatment ; witnessing operations ; ward rounds, demon- 
physical medicine; allergy ; examination of patients pre- stration of cases; pathology, radiology ; anatomy ; oper- 
operatively and follow-up post-operatively in the wards ative proctology on the cadaver; attendance at depart- 
and clinics. Also refresher courses (3 months). mental and general conferences. 


For Information about these and other courses Address 


THE DEAN, 345 WEST 50th S TREET, NEW YORK 19, N. Y. 
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A Leeming First: 


th New coronary vasodilator 


Metamine 


Leeming brand of triethanolamine trinitrate biphosphate 


more effective 
in angina prevention 


than other coronary dilators. When taken routinely, 
METAMINE prevents anginal attacks or greatly di- 
minishes their number and severity. In addition, 
METAMINE is apparently nontoxic, even in prolonged 
or excessive dosage. 


there is a reason 


METAMINE is chemically distinct from all other organic 
nitrates in that it has a nitrogen, rather than a carbon 
linkage. This perhaps explains its greater effectiveness 
and freedom from side effects. 


Dosage: METAMINE is effective in a dosage of only 
2 mg. Toprevent anginal attacks, swallow 1 METAMINE 
tablet after each meal, and 1 or 2 tablets at bedtime. 
Full preventive effect is usually attained after third 
day of treatment. 


Supplied: MeTAMINE tablets, 2 mg., vials of 50. 


Thes. Leeming CocIne. 155 East 447H STREET, New York 17, N.Y. 
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A RECENT clinical study* on a 
group of 100 patients suffering 
from depressive and anxiety symp- 
toms and treated with Nicotal-G 
over a period of three weeks dis- 
closed favorable results. 


Yeu 


for 


In addition to the relief afforded 
during the period of medication, a 
follow-up study showed improve- 
ment in 81% of 91 cases. 


Nicotal-G is available in grooved tablets con- 
taining nicotinic acid 100 mg. and phenobarbital 
8 mg., also as Nicotal-G Elixir containing the 
same dosage in each 5 cc. The medication is 


administered before meals according to a regu- 
lar dosage schedule covering three weeks at low 
cost to the patient. 


DEPRESSIVE- 


| 

| 

| 

| 

| 

| 

| 
Nicotal-G is supplied in bottles of 100, 500 
ANXIETY | and 1000 tablets; Nicotal-G Elixir, in pint and 

| 

| 

| 

| 

| 

| 

| 

| 


gallon bottles. Limited to prescription use and 
MOODS 


dispensing. Available at all drug-stores. 


Physicians are invited to try this new treat- 
ment for depressive-anxiety moods. Compli- 
mentary samples, dosage schedule, and scientific 
reprint will be mailed on request. 


*Thompson, L. J. & Proctor, R. C., North Carolina Medical 
Journal, Sept., 1953. 


MAIL COUPON TODAY 
TEST NICOTAL-G YOURSELF 


DRUG SPECIALTIES, Inc. 
P. O. Box 830 
Winston-Salem, N. C. 


| 

| 

| 

| 

Kindly send me complimentary sample of | 
| 

| 

| 

| 


DRUG SPECIALTIOS, Inc. 
Web T SALEM 


Nicotal-G, also dosage schedule and scientific 
reprint. 


Zone State 
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“Of utmost 
practical importance” 


for prevention and 
treatment 
of eye infections 


“No other sulfonamide now known regardless of 
its nominal killing power . . . compares in efficiency 
with the 30 per cent sodium sulfacetamide solution 
as actually applied to the eye.””* The solution rarely 
causes irritation and is relatively nontoxic. 


Sensitivity reactions seldom result from its use.” 


One drop every two hours or less frequently depending 
on severity of infection. Available in 15 cc. eye-dropper 
bottles. Also Sodium SuLAMyD® Ophthalmic Ointment 


10% in '% oz. tubes. 


Sodium SULAMYD Ophthalmic Solution 30% 


(Sodium Sulfacetamide-Schering) 


*Kuhn. H.S.: Tr. Am. Acad. Ophth., p. 432. (March-April) 1951. 
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How ‘Dexamyl’ relieved anxiety and depression—A case history 


The unique value of ‘Dexamyl’ in providing symptomatic relief from mental] 
and emotional distress is clearly demonstrated in this case history 
—reported by a Philadelphia general practitioner. 


Patient: "G.L., age 48, introduced himself to me as follows: 


‘Doctor, I'm so nervous I can't sleep...can't eat...gas bothers me Mec 
all the time...everything's useless. I don't even want to make 1 t 
a living any more!' and 
"As a traveling salesman, he was under constant nervous pressure — Res 
making trains; keeping business dates; meeting schedules; "De: 
eating catch-as-—catch-can; sleeping on trains and in different cap 
hotels. He had a simple anxiety state — and obviously was deeply for 
depressed. We also diagnosed duodenitis and ariboflavinosis. it 

"I made him stop work and put him to bed — his first experience "He 
with complete rest. A bland diet, gastroduodenal antispasmodics for 
and intravenous vitamin medication were used successfully." 

After 14 days "... I began making plans for him to get up and about — 

but he did not show the slightest interest in cooperating." The 


* 


exa myl tablets and elixir , 


to relieve anxiety, depression and inner tension | 


Medical Treatment: "To get him back on his feet, I prescribed 'Dexamyl', 
1 tablet q.3 h. for 2 days; then q.4 h. for the next 3 days; 
and gradually reduced the dosage thereafter." 


Response: "He insisted on getting out of bed the day after we started 
'‘Dexamyl' therapy and he made plans to return to work 2 days later, ina 
capacity which would permit him to eat and sleep at home. His enthusiasm 
for 'Dexamyl' was unlimited: He said, '... after 14 days of being an invalid, 
it actually made me feel alive again.' 


"He now takes a 'Dexamyl' tablet only occasionally, p.r.n., and is able, 
for the first time in his life, to work with calmness and confidence." 


These unposed photographs of patient G.L. were snapped during an actual interview 
with his physician. 


Each tablet contains Dexedrine* Sulfate (dextro-amphetamine sulfate, $.K.F.), 5 mg.; 
amobarbital (Lilly), 14 gr. Each 5 cc. teaspoonful of the elixir is the dosage 
equivalent of one tablet. 


Smith, Kline & French Laboratories, Philadelphia 


*T.M. Reg. U.S. Pat. Off. 
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IN HABITUAL ABORTION’ 


In a series of pregnancies complicated by true habitual 
abortion, 63.5% were associated with lowered thyroid 
function.* This lowered thyroid function is in contrast to 
that found in normal pregnancy, in which an early rise in 
serum protein-bound iodine occurs.'? Thyroid given 

early enough in pregnancy may diminish the tendency to 


abortion in cases in which there is no rise of 
serum protein-bound iodine. 


thyroid therapy 


exclusively, thyrar undergoes dua 
chemically assayed and biologically tested. How Supplied: 
Tablets of 12, 1 and 2 grains in bottles of 100 and 1000. 


thyrar provides whole-gland thyroid 
medication at its best. pe yp from beef sources 
standardization— it is 


(1) Perlmutter, M.: Metabolism 2: 81, 1953; (2) Jones, 
G. E. S., and Delfs, E.: LA.M.A. 146: 1212, 1951; (3) 
Man, E. B., et al.: J. Clin. Investig. 30: 137, 1951. 


thyrar. 


THE ARMOUR LABORATORIES 


A DIVISION OF ARMOUR AND COMPANY «+ 


CHICAGO 11, ILLINOIS 


LaMOTTE 
BLOOD CHEMISTRY 
OUTFITS 


A complete line of approved Blood Chemistry 
Outfits, simplified so as to render accurate 
results with minimum time and operation. 


Units available for 
Albumin and Sugar in 
Sri Phenolsulfonphthalein 


rine 
Alcohol in Blood and (Block-Type) 
rine Phenolsulfonphthalein 

Alveolar Air COz Tension (Roulette Type) 
Bilirubin in Blood Specific Gravity (Blood 
Blood Loss in Body and Body Fluids) 

Fluids Sugar in Blood 
Bromides in Blood Sugar in Urine 


Phosphoras in (Blood and 
Trine) 


Chlorides in Blood . 

Cholesterol in Blood Thiocyanate 
Creatinine in Blood Thymol Turbidity Test 
Gastric Acidity Urea in Blood 
Hemoglobinometer Urea in Urine 

Icterus Index (Pigford) Uric Acid in Blood 
Icterus Index (Micro) Urinalysis 

Kline Test for Syphilis Vitamin C in blood and 
pH of Blood Jrine 


pH of Urine 


Information on above cheerfully furnished 


If you do not have The LaMotte Blood Chemistry 
Handbook, a complimentary copy will 
be sent upon request. 


LaMotte Chemical Products Co. 


Dept. S Towson, Baltimore 4, Md. 


TUCKER HOSPITAL, INC. 


212 West Franklin St. (Corner of Madison) 


RICHMOND, VIRGINIA 


This is a private Hospital for the Neuro- 
logical practice of Drs. Beverly R. 
Tucker, Howard R. Masters and James 
Asa Shield. 


The Tucker Hospital is for the treat- 
ment of nervous and endocrine diseases. 
There are departments of massage, me- 
dicinal exercises, hydrotherapy and phys- 
iotherapy. The Hospital is large and 
bright, surrounded by a lawn and shady 
walks, large veranda and has a rool 
garden. It is situated in the best part ol 
Richmond and is thoroughly and mod- 
ernly equipped. The nurses are specially 
trained in the care of nervous cases. 
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A product of 


Major advance in dermatitis control: 


The new direct approach to the control of der- 
matitides is hormonal, enlisting the antiphlogis- 
tic and antiallergic potency of compound F— 
foremost of the corticosteroid hormones. 


The new objective is adapting corticoid therapy 
to simple inunction treatment, and obtaining re- 
lief in various forms of dermatitides within days 
—sometimes within hours. 


The new attainment is Cortef Acetate Ointment, 
which rapidly controls edema and erythema, 
halts cellular infiltration, arrests pruritus in such 
harassing skin problems as atopic dermatitis, con- 
tact dermatitis, pruritus vulvae and ani, neuro- 
dermatitis, and seborrheic dermatitis. 


Supplied: Cortef Acetate Ointment is available in 5 
Gm. tubes in two strengths—2.5% concentration (25 
mg. per Gm.) for initial therapy in more serious cases 
of dermatitis, and 1.0% concentration (10 mg. per 
Gm.) for milder cases and for maintenance therapy. 


Administered: A small amount is rubbed gently into 
the involved area one to three times a day until defi- 
nite evidence of improvement is observed. The fre- 
quency of application may then be reduced to once a 
day or less, depending upon the results obtained. 


HTRADEMARK FOR UPJOHN’S BRAND OF HYDROCORTISONE. 


(Upjohn 


Acetate 
Ointment 


for medicine... produced with care ...designed for health 


THE UPJOHN COMPANY, KALAMAZOO, MICHIGAN 


a 
a 
Research 
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Against STAPHylococci, STREPtococci and PNEUMOcocci 


ALWAYS CONSIDER 


ERYTHROCIN* 


ORALLY EFFECTIVE 
shi ; inst these coccic infections—espe- 
iotic 
anti b bd cially indicated when patients are al- 
lergic to penicillin and other antibiotics 
or when the organism is resistant. 


A DRUG OF CHOICE 

against staphylococci—because of the 
high incidence of staphylococci resist- 
ant to other antibiotics. 


A DRUG OF CHOICE 

because it does not materially alter 
normal intestinal flora; gastrointestinal 
disturbances rare; no serious side 
effects reported. 


ADVANTAGEOUS 

because the special acid-resistant coat- 
ing developed by Abbott, and Abbott's 
built-in disintegrator, assure rapid dis- 
persal and absorption in the upper in- 
testinal tract. 


USE ERYTHROCIN 
in pharyngitis, tonsillitis, scarlet fever, 
pneumonia, erysipelas, osteomyelitis, 


pyoderma and other d 
indicated conditions. 


* Trade Mark 
Erythromycin, Abbott 
Crystalline 
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Carbromal with Scopolamine 


A new, non-barbiturate formula for daytime use 
To calm the tense and nervous patient 


CAR-SED-INE fills a long-felt need 
for a non-hypnotic, non-narcotic 
sedative that can be safely pre- 
scribed for daytime sedation with- 
out dulling the senses or producing 
unwanted drowsiness. 


CAR-SED-INE combines two drugs 
of established clinical efficacy and 
safety: 


Carbromal “, . . a dependable seda- 
tive. It allays excitement 
and anxiety and tends to 
restore quietude and tran- 
quility.””! 

Scopolamine “... certainly ... is 
effective in relieving the 
patient’s emotional disturb- 
ances.””? 


FORMULA: each tablet contains 


Carbromal, 250 mg., and Scopola- 
mine HBr., 0.1 mg. 


DOSAGE: one tablet (in rare © PHARMACAL COMPANY 
cases, two) two to four times 


daily, as required. 


Supplied, on prescription only, in 
bottles of 100 and 1,000 tablets. 


1. Krantz, J.C. & Carr, C.J.: Pharma- 
cological Principles of Medical Practice, 
Williams & Wilkins Co., Baltimore, 
Md., 1951. 

2. Goodman, L. & Gilman, A.: The 
Pharmacological Basis of Therapeutics. 


The Maemillan Co., New York City, 
1941. 


Serving the medical profession for nearly a third of a century. 


€ar-sed-ine 
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University town in the South. Iwo accredited Hospitals, 
Contact HP, c/o SMJ. 


Classified Advertisements WAN TED—Physician for ENT practice; need not have board 


membership. Please state full details in first letter. 
tact GR, c/o SMJ. 


FOR SALE—Well established practice in medicine and surgery WANTED—General_ Surgeon. — Excellent hospital _ facilities. 
in Atlanta; 120,000 histories, 5 examining rooms. $20,000. Contact Secretary, Board of Trustees, Santa Rosa Hospital, 
Academy of Medicine, 875 West Peachtree Street, N. E., At- Milton, Florida. 

lanta, G seorgia. 
ne - — FOR SALE—1948 model, H. G. Fischer & Co., 100 M.A. X-ray 


FOR SALE—Location to an experienced Eve, ino, Nose and machine with fluroscopic attachments. Contact Houston & 
Throat man in one of the best cities in Alabama. Town of Rentz Clinic, Colquitt, Georgia. Telephone number 3313. 
about 35,000 population; industrial town with good payrolls. ——— — 
Good surrounding country. The only cost will be for inven- WANTED—ENT residents—EENT hospital, averages 25,000 
tory and assuming lease. Cont act HT, co SMJ. out-patient visits annually, adequate supervision, instructions, 

———— ——_—______—_—- surgery under board men. Apply at once: EENT hospital, 
w ANTED—Young General Passions to join group in a 145 Elk Place, New Orleans 12, Louisiana. 


Aminophyllin... 


a ‘‘most effective single agent 
for prompt relief’ of severe 


bronchial asthma 
readily 
“useful as a peripheral vasodilator and soluble for 
myocardial stimulant” in rapid 
pulmonary edema therapeutic 
paroxysmal dyspnea effect. 
of congestive heart failure TABLETS + AMPULS 
Cheyne-Stokes respiration POWDER 


H. E. DUBIN LABORATORIES, INC. SUPPOSITORIES 


250 E. 43rd St. - New York 17; N.Y 


new dosage form 


for the bag 


sulfate 


10 cc. Multiple Dose Vial 


Each cc. contains 2 mg. (1/32 gr.) dihydromorphinone 
(Dilaudid) sulfate in sterile solution—convenient and ready 
for instant use. 


Dilaudid—a powerful analgesic—dose, 1/32 grain to 1/20 grain. 
a potent cough sedative—dose, 1/128 grain to 1/64 grain. 
an opiate, may be habit forming. 


® Dilaudid is subject to Federal narcotic regulations. 
* Dilaudid®, E. Bilhuber, Inc. 


| BILHUBER-KNOLL CORP. ORANGE, NEW JERSEY, U.S. A. 


dubin 
aminophyllin 
ediamine) 
Dilaudid 
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The small total dose required affords 


economy and virtual freedom from side actions. 


HP*ACTHAR Gel, subcutaneously or intramuscularly, 
provides rapid relief of even severe pain, especially in 
the acute stage of bursitis and tendinitis. 

Unlike procaine infiltration or narcotics, HP*ACTHAR 
Gel does not simply dull the pain. It effectively counter- 
acts the underlying inflammatory reaction, concomitant 
swelling and edema. Even calcium deposits may dis- 
appear.f 
Steinberg, C.L., and Roodenburg, A. L.: J.A.M.A. 149: 1458, 1952. 


THE ARMOUR LABORATORIES 


CHICAGO 11, ILLINOIS 
A DIVISION OF ARMOUR AND COMPANY 


*HIGHLY PURIFIED (IN GELATIN) 


ACTHAR® IS THE ARMOUR LABORATORIES BRAND OF ADRENOCORTICOTROPIC HORMONE—CORTICOTROPIN (ACTH). 
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HIGHLY SUCCESSFUL ~— Extensive clinical investigations 
have yielded successful results with Milibis vaginal suppositories 


in 97 per cent of cases of trichomonal, monilial, bacterial 


and mixed vaginal infections. 


RAPID RESPONSE — 


In many instances, 5 Milibis vaginal suppositories, one inserted every other night, proved 
sufficient. In some cases, however, it was necessary to extend or repeat treatment 
or to increase the dose up to 2 suppositories daily for two weeks. 


MILIBIS' vacinat suerositonies 


Supplied in boxes of 5, each suppository containing 0.25 Gm. of 
Milibis in a gelatin-glycerine base. 


Yi Minot WINTHROP 


New 18, NY Winosoe Onr. 


Milibis, trademork reg. U.S. Pat. Off., brand of bismuth glycolylarsonilate 


: 


Vol. 46 No. 11 


SOUTHERN MEDICAL JOURNAL 73 


Announcing 


‘The Seventeenth Annual Meeting 


of 


THE NEW ORLEANS GRADUATE 


MEDICAL . 


ASSEMBLY 


Conference Headquarters—Municipal Auditorium 


MARCH 1954 


GUEST SPEAKERS 


Perry P. Volpitto, M.D., August, Ga. 
Anesthesiology 

Earl D. Osborne, M.D., Bulfalo, N. Y. 
Dermatology 

Julian M. Ruffin, M.D., Durham, N. C. 
Gastroenterology 


Allan C. Barnes, M.D., Cleveland, Ohio 
Gynecology 

Walter C. Alvarez, M.D., St. Paul, Minn. 
Medicine 

William D. Stroud, M.D., Philadelphia, Pa. 
Medicine 

Lawrence C. Kolb, M.D., 

Neuropsychiatry 


Nicholson J. Eastman, M.D., Baltimore, Md. 


Obstetrics 


A. D. Ruedemann, M. D., Detroit, Mich. 
Ophthalmology 


Rochester, Minn. 


Oscar L. Miller, M.D., Charlotte, N. C. 
Orthopedic Surgery 


Francis L. Lederer, M.D., Chicago, Ill. 
Otolaryngology 


Emmerich von Haam, M.D., Columbus, Ohio 
Pathology 

Philip M. Stimson, M.D., New York, N. Y. 
Pediatrics 

Ira H. Lockwood, M.D., Kansas City, Mo. 
Radiology 

Brian Blades, M.D., Washington, D. C. 
Surgery 

Samuel F. Marshall, M.D., Boston, Mass. 
Surgery 

Orvar Swenson, M. D., Boston, Mass. 
Surgery 


Charles D. Creevy, M.D., Mineapolis, Minn. 
Urology 


Lectures, symposia, clinicopathologic conferences, round-table luncheons, three- 


dimensional surgical motion pictures, medical motion pictures and technical exhibits. 


(All inclusive registration fee — $20.00) 


THE POSTCLINICAL TOUR TO HAWAII BY PLANE AND SHIP 
MARCH 14 - APRIL 6 


For information concerning the Assembly meeting and the tour write 


Room 103, 


Secretary, 


1430 Tulane Avenue, New Orleans 12, La. 
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In every practice-- 
the electrocardiogram 


— is indispensable to you, the 
final arbiter of diagnosis. Whether you 
are concerned with children or the aged, 
whether your practice is that of a GP and 
you see all of them, whether your specialty 
is cardiology — 


EK-2 


DIRECT-RECORDING 
ELECTROCARDIOGRAPH 


— offers you the finest in engineering — 
sim licity in operation — accuracy in 
results. 

Burdick’s EK-2 carries 3 seals — the signs 
of acceptance, approval and achievement — 


THE AMA SEAL — 
a for assured precision 
THE UNDERWRITERS 


LABORATORIES — 
for safety 


BURDICK’S 40TH 
ANNIVERSARY — 
for reliability 


Burdick Service for Burdick Equipment 


THE BURDICK — 


q MILTON, WISCONSIN 


Allen’s 
INVALID HOME 


ESTABLISHED 1890 


MILLEDGEVILLE, GEORGIA 


For the treatment of 


NERVOUS AND 
MENTAL DISEASES 


Grounds 600 Acres — Buildings, Brick 


Fireproof — Comfortable — Convenient 
Site High and Healthful 


E. W. ALLEN, M.D. H. D. ALLEN, M.D. 


DEPARTMENT FOR MEN DEPARTMENT FOR WOMEN 


Terms Reasonable 


CITY VIEW 
SANITARIUM 


For the diagnosis and treatment of 
nervous and mental disorders, and 


addictions to alcohol and drugs. 


Established 1907 


NASHVILLE, TENNESSEE 


November 1953 
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IN THE TREATMENT OF HYPERTENSION 


e around the clock tien the day and the 


night—from 4 doses per day... 
no deleterious. side actions — no drug-induced — 
allergic reactions... 


great hypotensive without the of 
developing tolerance... 


Veriloid, the selective alkaloidal extract (alkavervir frac- 
tion) of Veratrum viride, biologically assayed in dogs, is 
dependably uniform in potency and action. 

It lowers blood pressure promptly through mediation : 
of the central nervous system, without ganglionic or adren- 2 
ergic blockade. Not a local vasodilator. i. 

Its administration is not fraught with the dangers of 
postural hypertension. 


Once dosage is established, prolonged control of hyper- 
tension is possible. Even after nine months’ therapy 30% 
or more of patients retain the induced reduction in blood 
pressure—a notably high percentage. = 

It causes no dangerous side effects. Nausea and vomit- a 
ing occasioned by overdosage prove a valuable guide in a 
dosage adjustment. 

Since action is not cumulative, since tolerance does not 
develop, Veriloid is excellently suited “for the long pull” 
over the years. 


howe, © R.: Veratrum and Its Derivatives, The Practitioner 170:189 
( Feb.) 1953 
Wukins, R. with Pharmacologic Treatment of 
Hypertension, in Bell, E.T.: A Symposium, Minneapolis, 
University of Press, 
Merritt, W. A.: The Treatment of Essential Rypereenen with Veratrum, 
Proc. Staff Meet. Mayo Clin. 27:481 (Nov. 19) 1952. 


RIKER LABORATORIES, INC. 


8480 Beverly Boulevard * Los Angeles 48, California 


VERILOID is supplied in slow-dissolving scored tablets, a 
in 2 and 3 mg. potencies. Initial recommended dosage, 9 BS 
mg. daily, in divided doses, not less than 4 hours apart, Be. 
preferably after meals. Maintenance dose, 9 to 24 mg. 
per day. 

VERILOID-VP provides in each scored tablet 2 mg. of 
Veriloid and 15 mg. of phenobarbital. Initial daily 
dosage, | or 2 tablets t.i.d. or q.i.d. 
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BRAWNER’S SANITARIUM 


ESTABLISHED 1910 
SMYRNA, GEORGIA 


(SUBURB OF ATLANTA) 
FOR THE TREATMENT OF 
PSYCHIATRIC ILLNESSES AND 
PROBLEMS OF ADDICTION 


Psychotherapy, Convulsive Therapy, Recreational and Occupational 
Therapy 


Modern Facilities 


Custodial Care for a Limited Number of Elderly Patients at Monthly Rate 


Jas. N. Brawner, M.D. Jas. N. BRawner, Jr., M.D. ALBERT F. BrRawner, M.D. 
MEDICAL DIRECTOR ASSISTANT DIRECTOR AND RESIDENT SUPERINTENDENT 
SUPERINTENDENT 
P. O. Box 218 Phone 5-4486 


“DUOTECH” CONTROL 


marcern 


*“DUOTECH” Milliampere Second 


the (MaS) Integrator gives a revolutionary 
concept of accuracy in radiographic 
leader quality control with the fastest 

in possible time of exposure. You get 
research radiographs of consistent density 


other factors ...and the shorter 
exposure time gives sharper detail) 


*The “DUOTECH” Simplified 
Technique reduces the usual 3 


makes only 2 selections: MaS and 
PKV. It’s easier and faster, while 
giving complete protection to the 
X-ray tube. 


creator of push-button controls 
now brings you an important 
advance in X-Ray Technology: 


UNIT 


consistently better results with 
MODERATELY PRICED equipment, 
formerly obtainable only 

with the most expensive! 


| 
with the “DUOTECH” you get F. MATTERN MFG. CO. 
| 


4635-59 No. Cicero Ave. about the “DUOTECH” 


appointment 


Name 


regardless of power line conditions or 


operational steps to 2. The Technician 


F. Mattern Mtg. Co. 1D Pleas» send me free booklet 


Chicago 30, IMinois () Have your dealer call for 


| 
| 
| 
send today for free booklet » | Addr 


City State. Phone. 
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liquid 
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& 


Liquid Peptonoids with Creosote rapidly relieves distressing 
bronchial and other common coughs by: 


1. liquefying tenacious mucus and promoting 
easy expectoration, 


2. reducing secretion of excessive mucus, 
3. calming bronchiole spasm. 


peptonoids with creosote 


well tolerated sedative expectorant 


Accepted and well tolerated by patients. Prescribed by 
physicians for over half a century. 


Formula: 0.4% pure beechwood creosote and 
2% guaiacol, combined with predigested beef, wheat and 
milk to minimize gastric disturbance. 


Dose: adults 1 teaspoonful every hour; children half this dose. 
Bottles of 6 and 12 ounces. 


the 

a arlington chemical company 
affiliate of U. S. Vitamin Corporation 
Yonkers 1, New York 
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WHO ts overnment 


Just as the World Health Organization of the UN represents 


the governments of its member countries, so the World Medical 
Association represents your interests on an international scale. 


WMA Ls you 


THE WORLD MEDICAL ASSOCIATION 
is your voice in medical attairs 
the world over 
WMA is the only organization of national medical associations that 
represents you and other practising physicians here and abroad. 
WMA speaks for you wherever discussion and decisions take place on such 
vital issues as socialized medicine ...the development of an international 
code of medical ethics... hospital standards ...advancement of medical 
education ... the effect of social security on medical practice ...and other 
key questions that affect the future of every practising physician. 
JOIN NOW ... with 700,000 doctors from 43 nations... in a world- 
wide movement to help promote better medical practise everywhere. 


this ls your wil voice im 


W. M. A. Is Approved by the American Medical Association 


Dr. Louis H. Bauer, Secretary- Preasurer 
U.S. Committee, Inc., World Medical Association 
$45 East 46th Street, New York 17, New York 


I desire to become an individual member of the World Medical Association, United States 


Committee, Inc., and enclose a check for $_ 2, mv subscription as a: 
_Member $ 10.00 a year 
Life Member $500.00 (No further assessments) 


Sponsoring Member—S$100.00 or more per year 


Signature _ 


Address__ 


(Contributions are deductible for income tax purposes) 
Make checks payable to the U.S. Commirree, WorLD MEDICAL ASSOCIATION 
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| Made from the leo 


Always 4 

WAS, IS and. 

WILL BE 
Dependable 


in digitalization 


Digitalis 
Davies, Rose) 


and its maintenz 


~ Comprise the entire properties of the 
leaf of Digitalis 


Physiologically Standardized 


Each Pill is equivalent to one U, S. P. 
Digitalis Unit 


Clinical samples and literature sent to physicians on request 


Davies, Rose & Company, Limited Boston 18, Mass. 
PHARMACEUTICAL MANUFACTURERS p23 
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a 3-way attack on intranasal infection 


‘Drilitol’ provides 


1. double antibiotic action 


‘Drilitol’ contains 2 antibiotics—anti-gram-positive gramicidin and 
anti-gram-negative polymyxin—to attack bacterial infection. 


2. decongestive action 


‘Drilitol’ contains the vasoconstrictor— Paredrinet Hydrobromide— 
to relieve intranasal congestion. 


3. anti-allergic action 


‘Drilitol’ contains the antihistaminic—thenylpyramine hydrochloride— 
to counteract local allergic manifestations. 


‘Drilitol’ is indicated for the treatment of common upper respiratory tract 
disorders such as: rhinitis, nasopharyngitis, bacterial colds, sinusitis, 
coryza and allergic rhinitis. 


Drilitol* 


antibiotic, decongestive, anti-allergic 


Smith, Kline & French Laboratories, Philadelphia 


*T.M. Reg. U.S. Pat. Off. tT.M. Reg. U.S. Pat. Off. for hydroxyamphetamine hydrobromide, S.K.F. 
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in prescribing, 


be sure to specify: 


‘Drilitol Spraypak’ 


OR 


‘Drilitol’ Solution 

pas 
4 5 w day 


Sec) 
DRILITOL* 
SOLUTION 
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APPALACHIAN HALL 


ASHEVILLE, NORTH CAROLINA 


An institution for rest, convalescence, the diagnosis and treatment of nerv- 
ous and mental disorders, alcohol and drug habituation. 


Appalachian Hall is located in Asheville, North Carolina. Asheville justly 
claims an unexcelled all year round climate for health and comfort. All 
natural curative agents are used, such as physiotherapy, occupational ther- 
apy, shock therapy, outdoor sports, horseback riding, etc. Five beautiful 
golf courses are available to patients. Ample facilities for classification of 
patients. Rooms single or en suite with every comfort and convenience. 


For rates and further information write 


Appalachian Hall, Asheville, N. C. 


Wm. Ray Griffin, M.D. M. A. Griffin, M.D. 


STUART CIRCLE HOSPITAL 


413-21 Stuart Circle 
RICHMOND 20, VIRGINIA 


Medicine: Su 


rgery: 
ALEXANDER G. BROWN, JR., M.D. A. STEPHENS GRAHAM, M_D. 
MANFRED CALL, III, M.D. CHARLES R. ROBINS, JR., M.D. 
M. MORRIS PINCKNEY, M.D. CARRINGTON WILLIAMS, M.D. 
ALEXANDER G. BROWN, III, M.D. RICHARD A. MICHAUX, MLD. 
JOHN D. CALL, M.D. CARRINGTON WILLIAMS, JR., M.D. 
Obstetrics and Gynecology: 
WM. DURWOOD SUGGS, M.D. 
SPOTSWOOD ROBINS, M.D. a 
Orthopedics: Oral Surgery: 
BEVERLEY B. CLARY, M.D. GUY R. HARRISON, D.DS. 
Pediatrics: Roentgenology and Radiology: 
CHARLES P. MANGUM, MLD. FRED M. HODGES, M.D. 
ALGIE S. HURT, M.D. L. O. SNEAD, M.D. 
HUNTER B. FRISCHKORN, JR., M.D. 
Ophthalmology, Otolaryngology: WILLIA . , MD. 
W. L. MASON, MD. 
Pathology: Physiotherapy: 
REGENA BECK, M.D. LIV E. LUND 


CHARLES C. HOUGH 
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If you'd rather rent your 


x-ray apparatus... 
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CARROL TURNER SANATORIUM 


MEMPHIS, TENNESSEE, ROUTE 10, BOX 288 


For the Diagnosis and Treatment of Mental and Nervous Diseases 


Located on the Raleigh-LeGrange Road, five miles east of the city limit 
—accessible to U. S. Highway 70 (Bristol Highway) 


Situated on a sixty-six acre tract of wooded land and rolling fields, the 
environment is conducive to amelioration of the symptoms of emo- 
tionally disturbed patients 


Modernly equipped with adequate facilities for physical and hydro- 
therapy, electroshock, and insulin therapy 


Special emphasis is laid on recreational and occupational therapy * 


Adequate nursing personnel assures individual attention to each 
patient 


The main building and hospital department of the Sanatorium is 
shown above 


FAIRFIELD 


Our convalescent home is lo- 
cated on the Sanatorium 
Grounds 


The home is especially de- 
signed and fitted for the 
cure of elderly people. 


vol 
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HILL CREST SANITARIUM 


FOR NERVOUS AND MENTAL DISEASES AND ADDICTIONS 


Insulin and Electro-Shock Therapy used in Selected Cases. Gradual Reduction Method used 
in the Treatment of Addictions. 
Established in 1925 
Thoroughly modern in architecture and construction. Eight departments—affording proper classification of pa- 
tients. All outside rooms, attractively furnished. Several bathrooms and rooms with private bath on each 
floor. Also a spacious sun parlor in each department. Located on the crest of Higdon Hill, 1050 feet above 
sea level, overlooking the city, and surrounded by an expanse of beautiful woodland. Ample provision made for 
diversion and helpful occupation. Adequate night and day nursing service maintained. 


James A. Becton, M.D., Physician-in-charge James Keene Ward, M.D., Associate Physician 
P. O. Box 2896, Woodlawn Station, Birmingham 6, Ala. Phones 9-1151 and 9-1152 


Saint Albans Sanatorium 


RADFORD, VIRGINIA 


100 bed private psychiatric hospital for the treatment of nervous and mental 
disorders, including alcoholism and addiction. 


James P. King, M.D. 
Director 
James K. Morrow, M.D. Thomas E. Painter, M.D. Daniel D. Chiles, M.D. 


James L. Chitwood, M.D. 
Medical Consultant 
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THE WALLACE HOSPITAL 


W. R. Superintendent 


Memphis, Tennessee 


For the Diagnosis and Treatment of Nervous and Mental Diseases, 
Drug Addiction and Alcoholism. 


(New Clinic Facilities—occupancy September 1) 


Friedman Diagnostic Clinic 


CoMPLETE DIAGNOsTIC SERVICE 
Internal Medicine — Diseases of the Chest — Pneumoconioses 


Louis L. FriepMAN, M.D. 
H. Hapen, Jr., M.D. ERNEsT N. LERNER, M.D. 
Rosert S. CoHen, M.D. FRANK D. GREEN, M.D. 


1906 Ninth Avenue South Phone 54-3524 Birmingham, Alabama 
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ESTABLISHED 1911 


WESTBROOK SANATORIUM 


eA private psychiatric hospital em- Staff PAUL V. 


residen: 
ploying modern diagnostic and treat- REX BLANKINSHIP, MD. 
ment procedures—electro shock, in- 


sulin, psychotherapy, occupational and 


recreational therapy—for nervous and THOMAS F. COATES, M.D. 
Associate 


R. H. CRYTZER, Administrator 


mental disorders and problems of 
addiction. 
P. O. Box 1514 RICHMOND, VIRGINIA Phone 5-3245 


Brochure of Views of our 125-Acre Estate 
Sent on Request 


Browne-McHardy Clinic 
Diagnostic and Therapeutic 


Internal Medicine and 
Gastroenterology 

Surgery 

Gynecology and Obstetrics 

Radiology—X-ray and 
Radium therapy 

Laboratory and Research 
Departments 

Urology 

Endoscopy 

Otolaryngology-Ophthalmology 

Neuropsychiatry 

Hotel facilities available 


363 6 $T. CHARLES AVENUE 
Phone TYler 2376 e New Orleans, La. 
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Two t pl t dosage 
forms assure t by patient 


Each teaspoon of Mejalin Liquid 


and cach Mejalin Capsule supplies: 


Rit 1 
Pyridoxine hydrochloride. ..... 0.2 
Pantothenic acid 1 ma. 
C 50 mg. 
2 ma. 
Vita Biz mcg. 
F j ng. 
8 mg. 
Para-ar ic ng. 
Liver fract mg. 
Irc from ferrous su mg. 
Mejalin Liquid contains panthenol and sol- 


uble liver fraction N. F.; Mejalin Capsules 
contain calcium pantothenate and desice 
cated liver N. F, 


j 
j 


i 


for complete B complex protection 
Mejalin—and only Mejalin— supplies all eleven 
of the identified B vitamins plus liver and iron 


Many of your patients need the complete 
protection of Mejalin: the very young with 
capricious appetites; the old who don’t eat 
properly; the adolescent and the convalescent; 
the prenatal and the postpartum; persons 
“too busy to eat’; those on restricted diets, 
and others whose dietary intake may be 
inadequate or irregular. 


And B vitamin protection is of course essential 
for persons with impaired utilization or 
synthesis of B vitamins, as in certain 
gastrointestinal disturbances and in oral 
_antibiotic therapy. 


MEJALIN LIQUID: bottles of 12 ounces. 
MEJALIN CAPSULES: bottles of 100 and 500. 


Mejalin 


the broad spectrum 


vitamin B complex supplement 


MEAD JOHNSON & COMPANY 
Evansville 21, Indiana, U.S.A. 


November 1953 
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Experimental study in humans shows 
10 mg. of ‘Toryn’ equal in antitussive effect 


to 20 mg. of codeine 


Dr. Magnus Blix', collaborating with Prof. Ernst Barany, at the University 

of Upsala, Sweden, compared the effects of “Toryn’ and codeine on the human 
cough threshold. Using a new technique involving ammonia gas inhalation, 

they found that 10 mg. of “Toryn’ produced an antitussive effect} equal to that 

of 20 mg. of codeine. 

Results of this controlled study on 30 volunteers are presented in the graph below. 


COMPARATIVE EFFECTS OF ‘TORYN’ & CODEINE 
ON COUGH THRESHOLD IN MAN 


Minutes Percent 
120 ~100% 
110 TORYN’ (10 me) | 90 
100 = SIcopEINE 20 mg) | 80 
70 
80 * 

60 4 50 
50 + L 40 
30 
30 + 
20 - ow 
10 4 | 10 
4 0 
Time lapse between _ Duration of effect Percentage rise in 
ingestion and effect (minutes) cough threshold 


(minutes) 


1. Blix, M.: On the Antitussive Effect of (@-diethylaminoethyl 1-phenyl- 
cyclopentane-1-carboxylate) ethanedisulfonate, S.K.F. (‘Toryn’). In manuscript. 
t(Average percentage rise in cough threshold) x (duration of activity) 


TO RY tablets 


a new, non-narcotic compound to replace 
codeine in cough control 
Smith, Kline & French Laboratories, Philadelphia 


*«T.M. Reg. U. S. Pat. Off. for caramiphen ethanedisulfonate, S.K.F. 
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in your patient's favor 


KAPSEAL S* 


comprehensive multivitamin therapy 


dosage: For the average patient, 1 ABDEC Kapseal daily. Dur- 
ing pregnancy and lactation, 2 Kapseals daily. Three Kapseals 
daily are suggested for patients in febrile illness, for preop- 
erative and postoperative patients, and for patients in other 
situations in which vitamin deficiencies are likely to occur. 


each ABDEC Kapseal contains: 

VitaminA . . . 10,000 units Vitamin B,, (pyridoxine 

VitaminD . . . 1,000 units hydrochloride) . . 1.5 mg. 

Mixed Tocopherols (vitamin E « 2 mcg. 
factors)... 5 mg. Pantothenic Acid 

Vitamin B, (as the sodium salt) . 5 mg. 
(thiamine hydrochloride) 5 mg. Nicotinamide ar ae 25 mg. 

Vitamin B, (riboflavin) . 3 mg. Vitamin C (ascorbe acid) 75 mg. 

ABDEC Kapseals are supplied in bottles of 50, 100, 250, and 1000. 


+ Company 
DETROIT. MICHIGAN 


s 
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: 
ABDEC 
n "Utritions = 
Well-being 
Ss in th 
e 
a” 


